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1. S T U D Y D E SI G N

1. 1. S T U D Y O B J E C T I V E S

1. 1. 1. P ri m a r y O bj e cti v e s

 T o e v al u at e t he s af et y a n d t ol er a bili t y of G L P G 1 6 9 0.

 T o c h ar a ct eri z e t h e P K a n d P D pr o p erti es of G L P G 1 6 9 0 .

1. 1. 2. S e c o n d a r y O bj e cti v e s

 T o e v al u at e t h e c h a n g e fr o m b as eli n e i n F V C .

 T o e x pl or e t h e c h a n g e i n bi o m ar k ers i n bl o o d a n d B A L F.

 T o e v al u at e t h e c h a n g e i n F RI p ar a m et ers .

 T o e v al u at e t h e c h a n g e i n q u alit y of  lif e m e as ur es.

1. 2. S T U D Y D E S I G N

T his st u d y is a r a n d o mi z e d, d o u bl e- bli n d, p ar all el gr o u p, pl a c e b o -c o ntr oll e d, m ult i ce nt er, 
e x pl or at or y p h as e II a st u d y to e v al u at e t he s af et y,  tol er a bili t y, P K , a n d P D of G L P G 1 6 9 0 i n 
s u bj e ct s wi t h IP F. I n a d di tio n , s e v er al e x pl or at or y ass ess m e nts will b e p erf or m e d. M al e a n d 
f e m al e s u bj e cts of  no n -c hil d -b e ari n g p ot e nti al wi t h a co nfir m e d di a g n osis of  IP F a g e d 4 0
y e ars or ol d er will b e s cr e e n e d t o d et er mi n e eli gi bili t y as p er t he i n cl usi on a n d e x cl u si o n 
cri t eri a. T h e scr e e ni n g p eri o d will b e u p t o 4 w e e ks.

W ritt e n i nf or me d c o n s e nt m ust b e o bt ai n e d b ef or e a n y st u d y-r elat e d pr o c e d ur es t a k e pl a c e. 
D uri n g t he s cr e e ni n g p eri o d , fol l owi n g si g ni n g of  th e i nf or m e d c o n s e nt f or m (I C F), t he 
s u bj e ct’s hist ori c al H R C T a n d s ur gic al  l u n g bi o ps y (S L B; if a v ail a bl e) will b e s e nt t o c e ntr al 
r e vi e w f or t h e c o nfir m ati on of t h e I P F di a g n osis t hr o u g h a:

 c e ntr al  r e vi e w of t h e c h est H R C T,

 c e ntr al  r e vi e w of t h e S L B (if a v ail a bl e).

N ot e t h at b ot h t h e c h e st H R C T a n d S L B n e e d t o b e s e nt t o c e ntr al  r e vi e w at le a st 8 d a y s pri or 
t o t h e b as eli n e visit t o all o w f or c e ntr al r e a di n g a n d c o nfir m ati on of I P F di a g n osis.

At  bas eli n e, af t er t he s u bj e ct’s eli gi bilit y f or t he st u d y ha s b e e n c o nfi r me d, s u bj e cts will b e 
r a n d omi z e d i n a 3: 1 r atio t o G L P G 1 6 9 0 6 0 0 m g q. d. or m at c hi n g pl a c e b o a d mi nist er e d f or 1 2
w e e ks.

T h e s u bj e cts will visit t he cli ni c al st u d y ce nt er at s cr e e ni n g ( D a y - 2 8 t o D a y -4), D a y -1 
( b as eli n e), W e e k 1 ( D a y 7), W e e k 2 ( D a y 1 4), W e e k 4 ( D a y 2 8), W e e k 8 ( D a y 5 6), a n d W e e k 
1 2 ( D a y 8 4) or t he e arl y dis c o nt i n u ati on visit ( E D V). I n a d dit i on, a f oll ow- u p visit will b e 
pl a n n e d 2 w e e k s aft er t h e l ast a d mini str ati o n of  st u d y dr u g ( W e e k 1 4 [ D a y 9 8]). E a c h s u bj e ct 
will b e i n t h e st u d y for u p t o a p pr o xi m at el y 1 8 w e e k s (f r o m s cr e eni n g t o f ol l ow- u p). T h e e n d 
of  t h e st u d y ( E O S) will be d efi n e d as t h e l a st c o nt a ct wi t h t h e l ast s u bj e ct i n t h e st u d y.

T h e ass ess m e nts p erf or m e d at e a c h visit ar e d et ail e d i n t h e st u d y fl ow c h art.
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T o e n h a n c e t he s af et y an d i nte gri t y of t he st u d y dat a, a n in d e p e n d e nt m e d i c al s af et y re vi e w 
will b e i m pl e m e nt e d.

1. 3. C L I N I C A L S T U D Y P R O T O C O L ( C S P) A N D C S P
A M E N D M E N T S

P r ot o c ol V e rsi o ns D at e ( d d M M M y y y y)

Fi n al 1 6 O C T 2 0 1 5

P r ot o c ol A m e n d m e nts D at e ( d d M M M y y y y)

It al y C o u ntr y S p e cifi c A m e n d m e nt 2 1 A P R 2 0 1 6

G e n er al A m e n d m e nt I 1 9 D E C 2 0 1 6

T his S A P w as b as e d o n t h e l at est v ersi o n o f t he pr ot o c ol.
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1. 4. F L O W C H A R T

E V E N T

Visit 1

S c r e e ni n g

Visit 2

B as eli n e

D O SI N G P E RI O D E D V F U

Visit
Visit 3 1

W 1

Visit 4 1

W 2

Visit 5 1

W 4

Visit 6 1

W 8

Visit 7 1

W 1 2

Visit 8 / 
E O S 

W 1 4

St u d y d a ys ( D) D- 2 8 t o 
D- 4

D- 1 D 1  D 7
± 2 d a ys

D 1 4
± 2 d a ys

D 2 8
± 3 d a ys

D 5 6
± 3 d a ys

D 8 4
± 3 d a ys

D 9 8
± 3 d a ys

I nf or m e d c o ns e nt X

Hist ori c al H R C T s e nt t o c e ntr al r e vi e w 2 X

S L B s e nt t o c e ntr al r e vi e w 2, 3 X

D e m o gr a p hi cs X

M e di c al hist or y/ C o n c urr e nt ill n ess es X

I n cl usi o n/ e x cl usi o n crit eri a X

S er ol o g y X

F S H t est  4 X

D L C O X

C o nfir m all eli gi bilit y crit eri a X

R a n d o mi z ati o n X

Dis p e ns e st u d y dr u g X X  X  X  X

                                                            
1 S u bj e cts will b e as k e d t o c o m e t o t h e st u d y c e nt er i n t h e m or ni n g at a p pr o xi m at el y t h e s a m e ti m e o n e v er y visit.
2 T h e H R C T a n d S L B n e e d t o b e s e nt t o c e ntr al r e vi e w at l e ast 8 d a y s pri or t o t h e b as eli n e visit t o all o w f or c e ntr al r e a di n g a n d c o nfir m ati o n of di a g n osis.
3 If a v ail a bl e.
4 O n l y at s cr e e ni n g i n c as e t h er e is d o u bt o n w h et h er a f e m al e s u bj e ct is p ost m e n o p a us al.
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2. A N A L Y SI S P O P U L A TI O N S

T h e a n al ysis p o p ul at i on will al w a ys b e i n di c at e d i n a s u btit l e i n t h e t a bl e, listi n g or fi g ur e.

2. 1. A L L S C R E E N E D S U B J E C T S

All s u bj e cts w h o si g n e d a n I C F.

2. 2. A L L R A N D O M I Z E D S U B J E C T S

All s u bj e cts r a n d o mi z e d i nt o t h e st u d y .

2. 3. S A F E T Y A N A L Y S I S S E T

All r a n d o mi z e d s u bj e cts w h o r e c ei v e d at l e ast o n e d os e of st u d y  dr u g.

I n c as e a p arti c ul ar s u bj e ct w o ul d b e u n bli n d e d ( e. g., i n c as e of a n S A E), all s af ety d at a of  t hi s 
s u bj e ct r e c or d e d i n t h e d at a b as e will still b e i n cl u d e d i n t h e s af et y a n al ysis.

2. 4. P H A R M A C O K I N E T I C S A N A L Y S I S S E T

All r a n d o mi z e d s u b j e cts w h o r e c ei v e d at l e ast o n e d os e of  G L P G 1 6 9 0 a n d f or w h o m 
e v al u a bl e P K d at a w er e a v ail a bl e. S u bj e cts wi t h a prot o c ol  de vi at i on t hat m a y i m p a ct t he P K
r e s ult s will be e x cl u d e d fr o m  t hi s p o p ulat i on.

2. 5. P H A R M A C O D Y N A M I C S A N A L Y SI S S E T

All r a n d omi z e d s u bj e cts w h o h a v e at l ea st o n e d os e of  st u d y dr u g a n d h a v e at l ea st o n e p ost -
b as eli n e ass ess m e nt wit h P D d at a.

2. 6. I N T E N T T O T R E A T A N A L Y SI S S E T

All r a n d o mi z e d s u bj e cts w h o r e c ei v e d at l e ast o n e d o s e of  st u d y dr u g a n d h a v e at l e ast o n e 
p ost -b as eli n e ass ess m e nt wit h e x pl or at or y  e n d p oi nt d at a.

I n c as e a p arti c ul ar s u bj e ct w o ul d b e u n bli n d e d ( e. g., i n c as e of  a n S AE), all effi c a c y d at a of  
t his s u bj e ct u p t o t he p oi nt of  un bli n di n g will  still b e i n cl u d e d i n t he I T T a n al ysis. R e c or d e d 
effi c a c y d at a fr om t he m o m e nt  of un bl i n di n g o n w ar ds will b e dis q u alifi e d fr om t he a n al ysis. 
S u c h d at a will st ill b e p art of t h e li sti n g s, b ut will b e l a b el e d a s u s e = n o. Mi s si n g d at a aft er t h e 
m o m e nt of u n bli n di n g will b e i m p ut e d usi n g t h e s a m e r ul es as us e d f or ot h er s u bj e cts.

3. T R E A T M E N T G R O U P S

3. 1. R A N D O M I Z E D V E R S U S A C T U A L T R E A T M E N T

F or effi c a c y a n d P D p ar a m et er s, t h e tr e at m e nt gr o u p a s a s si g n e d b y t h e r a n d o mi z ati o n will b e 
us e d i n t h e a n al ysis (i. e., as -r a n d o mi z e d a n al ysis).
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F or s af et y a n d P K p ar a m et ers, t he tr e at me nt t hat w as a ct u all y us e d d uri n g m o st of t he tim e 
(i. e., > 5 0 % of  th e d ur ati o n of  int a k es) b y t he s u bj e ct will b e a p pli e d i n t h e a n al ysis (i. e., as -
tr e at e d a n al ysis).

Diff er e n c es b et w e e n as -tr e at e d a n d as -r a n d o mi z e d will b e fl a g g e d i n t he listi n g o n s u bj e ct 
r a n d omi z at i on.

3. 2. T R E A T M E N T G R O U P L A B E L S

T h e f o ll owi n g tr e at m e nt gr o u p l a b els will b e us e d i n t h e t a bl es, list i n gs a n d fi g ur es:

 Pl a c e b o q. d.

 G L P G 1 6 9 0 6 0 0 m g q . d.

3. 3. T O T A L S O V E R G R O U P S

A t ot al ov er all gr o u p s will b e pr es e nt e d f or t he g e n er al p art of  th e a n al ysis, b ut n ot f or t he 
ot h er p arts ( P K, P D, e ffi c a c y a n d saf et y ). T ot als will o nl y  be s h o w n o n t a bl es, b ut n ot o n 
listi n gs or fi g ur es.

4. A N A L Y SI S P E RI O D S A N D A N A L Y SI S TI M E P OI N T S

4. 1. R E L A T I V E N U M B E R O F D A Y S

T h e r el at i v e d a y ( D Y) is c al c ul at e d as f oll o ws:

= Vi sit d at e – r ef er e n c e d at e + 1 d a y, w h e n t h e visit d at e is o n or aft er t h e r ef er e n c e d at e

= Vi sit d at e – r ef er e n c e d at e, w h e n t h e visit d at e is b ef or e t h e r ef er e n c e d at e

T h e r ef er e n c e d at e i n t he st u d y is t h e first st u d y dr u g i nta k e d at e , w hi c h b y d efi ni tio n  ha s 
D Y = 1. T h er e is n o D Y = 0.

4. 2. A N A L Y SI S P E R I O D S F O R N O N - VI S I T D A T A

T h es e a n al ysis p eri o d s ar e t o b e us e d f or all o c ati o n of  ev e nts i nto p eri o ds ( e. g., a d v ers e 
e v e nts , c o n c o mit a nt m e di c ati o n ).

A n al ysis p e ri o d St a rt p e ri o d E n d P e ri o d

S cr e e ni n g D at e of si g ni n g t h e I C F First tr e at m e nt a d mi nistr ati o n d at e - 1 d a y

Tr e at m e nt First tr e at m e nt a d mi nistr ati o n d at e St u d y t er mi n ati o n d at e

N ot e t hat t he l ast a n al ysis p eri o d i n c as e of  earl y t er mi n ati on will al w a ys b e e n d e d b y t he 
st u d y t er mi n ati on d at e ( d at e of l ast c o nt a ct, as r e c or d e d i n t h e e C R F).

I n t he a n al ysis, t h e a n al ysis p eri o d s will b e r e pl a c e d b y t he a ct u al  tr e at me nt t a k e n d uri n g t he 
p eri o d ( s e e s e cti o n 3. 1 ).



St atisti c al A n al ysis Pl a n G L P G 1 6 9 0- C L - 2 0 2 P a g e 2 1/ 7 6

V ersi o n 1. 0 0 , Fi n al , 1 6- J u n -2 0 1 7 C o nfi d e nti al I nf or m ati o n

4. 3. A L G O R I T H M O F A L L O C A T I N G V I SI T S T O T I M E W I N D O W S

All visits (in cl u di n g e arl y t er mi n ati on visits a n d u ns c h e d ul e d visits b ut e x cl u di n g visit s 
wi t ho ut d at a) wil l b e pl a c e d i nto ti m e wi n d o ws a c c or di n g t o t hei r r elat i v e d a y ( D Y) i n t he 
st u d y, a c c or di n g t o t h e f oll o wi n g all o c ati on t a bl e:

Ti m e p oi nt l a b el T a r g et d a y I nt e r v al l o w e r b o u n d I nt e r v al u p p e r b o u n d

S cr e e ni n g 3 N A 4 N A 4 N A 4

B as eli n e 1 N A 4 N A 4 1

W e e k 1 7 2 1 0

W e e k 2 1 4 1 1 2 0

W e e k 4 2 8 2 1 4 1

W e e k 8 5 6 4 2 6 9

W e e k 1 2 8 4 7 0 9 7

> W e e k 1 2 2 N A 4 9 8 + ∞

F oll o w - u p3 2 w e e k s aft er l ast visit N A 4 N A 4

1 T h e a ct u al b a s eli n e r ef er e n c e v al u e will b e d et er mi n e d p er p ar a m et er a s t h e l a st a v ail a bl e pr e -d o si n g d at a p oi nt, s o mi g ht diff er 
fr o m t hi s “ b a s eli n e ” vi sit i nt er v al. If t h e b a s eli n e i s o n t h e s a m e d a y of t h e fir st st u d y dr u g i nt a k e w e a s s u m e t h at t h e a s s e s s m e nt s 
w er e d o n e b ef or e.
2 Visits f alli n g r e all y l ate i n t h e st u d y (r el ati v e d a y > 9 8; e x cl u di n g t h e f oll o w- u p visit) will b e all o c at e d t o a “ > W e e k 1 2 ” 
i nt er v al, a n d will n ot b e s h o w n i n t a bl e s or fi g ur e s, b ut will o nl y b e li st e d.
3 F or t h e s cr e e ni n g a n d f oll o w -u p vi sit s, n o ti m e wi n d o w i s d efi n e d. T h e vi sit a s r e c or d e d i n t h e e C R F will b e u s e d.
4 N A = N ot a p pli c a bl e

T a bl es, fi g ur es a n d list i n gs will pr es e nt t h e ti m e p oi nts, n ot t h e visits.

4. 4. S E L E C T I O N O F V I S I T S

It is p o s si bl e t hat m o r e t ha n o n e visit g ets all o c at e d i nto t h e s a m e ti m e wi n d o w. I n t hat c as e, 
o nl y o n e visit will  be s el e ct e d f or a n al ysis t a bl e s a n d fi g ur es. T h e n o n- s el e ct e d visit(s) will 
o nl y  b e list e d, a n d fl a g g e d as us e = n o.

T h e visit wi t h a rel at i v e d a y  (D Y) cl o s e st t o t he t ar g et d a y will b e s el e ct e d. If t her e ar e 
m ult i pl e visit s at t he s a m e dist a n c e of  th e s c h e d ule d vi si t d a y ( me a ni n g: e q u al A B S( D Y –
t ar g et d a y)), t h e n t h e o n e l at est in t i m e is s el e ct e d.

I n c as e of m ult i pl e s cr e e ni n g visits, t he l a st pr e -b as eli n e s cr e e ni n g m e as ur e m e nt is sel e ct e d 
f or a n al ysis. T his v al u e ( not t he ori gi n al first s cr e e ni n g v al u e) w as als o us e d i n t he cli ni c al 
c e nt er t o i ncl u d e t h e s u bj e ct i n t h e st u d y .

I n c a s e m o r e t ha n o n e p ar a m et er is m e as ur e d p er ti m e p oi nt ( e. g. f or l ab), t he s el e ct i on i s 
p erf or m e d p er p ar a m et er a n d p er ti m e p oi nt, n ot p er “s a m pl e ” a n d p er ti m e p oi nt. Mi s si n g 
v al u es ar e r e m o v e d b ef or e t h e s el e ct i on is m a d e.

As b as eli n e r ef er e n c e p oi nt, t he l ast n o n- missi n g pr e -d osi n g v al u e will b e u s e d. T his i s 
n or m all y t he s c h e d ul e d b as eli n e its elf. A missi n g s c h e d ul e d b as eli n e v al u e will b e i m p ut e d 
wi t h th e l ast n o n- missi n g v al u e of  a pr e c e di n g pr e -d osi n g visit. T his c a n b e a s cr e e ni n g visit  
or a n u ns c h e d ul e d visit pri or t o t he first d os e of  st u d y dr u g . If t her e is a n u ns c h e d ul e d 
m e as ur e m e nt t a k e n af t er t he s c h e d ul e d b as eli n e, b ef or e t he first d os e of  st u d y dr u g, t he n t hi s 
u ns c h e d ul e d m e as ur e m e nt will b e us e d i nste a d of  th e s c h e d ul e d b as eli n e. If t her e is a n 
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u ns c h e d ul e d m e as ur e m e nt at t he s a m e d at e a s t he s c h e d ul e d b as eli n e, t he n it is ass u m e d t hat 
t he u ns c h e d ul e d m e as ur e m e nt is t a k e n aft er t h e s c h e d ul e d b as eli n e.

I n c as e t he s cr e e ni n g visit is us e d t o i m p ut e t he b as eli n e, t he visit will b e d u pli c at e d i n t h e 
d eri v e d d at as et. T h e ori gi n al  scr e e ni n g vi si t a s w ell a s t he i m p ut e d b as eli n e will b e pr es e nt e d 
i n t h e t a ble s. I n t h e listi n gs, o nl y origi n al s cr e e ni n g d at a will b e s h o w n: t h e origi n al s cr e e ni n g 
visit will b e s h o w n a n d fl a g g e d as “r ef er e n c e ” visit . T h e i m p ut e d b as eli n e will n ot b e s h o w n.

I n c as e a n u ns c h e d ul e d visit is us e d t o i m p ut e t he b as eli n e, t he visit will b e r e n a m e d t o 
“ b as eli n e ” i n t he d eri v e d d at a s et. T h e i m p ut e d b as eli n e will b e pr e s e nt e d i n t he t a bl es. I n t h e 
listi n gs, t h e ori gi n al u ns c h e d ul e d d at a will b e s h o w n a n d fl a g g e d as “r ef er e n c e ” visit.

5. H A N D LI N G O F D A T A

5. 1. C A L C U L A T I O N O F D E S C R I P T I V E S T A T I S T I C S

F or c o nti n u o u s p ar a m et er s, d e s cri pt i v e st atist i cs will b e pr e s e nt e d w h e n N ≥ 2. W h e n N = 1, t h e 
o bs er v at i on w ill n ot b e s h o w n i n t he t a bl e/fi g ur e b ut o nl y i n t he listi n g(s). S a m e h ol ds f or 
s u m m ar y gr a p hs.

D es cri pt i v e st atisti cs will i n cl u d e at l e ast t h e f oll owi n g:

 T h e n u m b er of n o n -missi n g d at a p oi nts ( N)

 T h e ari t h m eti c m e a n

 T h e st a n d ar d err or ( S E)

 T h e m e di a n, mi ni m u m a n d m a xi m u m

 9 5 % c o nfi d e n c e i nt er v al o f t he m e a n ( o nl y w h e n r e q u est e d)

F or P K pl as m a c o n c e ntr ati o ns a n d d eri v e d P K p ar a m et ers , d e s cript i v e st atisti cs will i n cl u d e:

 T h e n u m b er of n o n -missi n g d at a p oi nts ( N)

 T h e n u m b er of  dat a p oi nts a b o v e t he li mit o f q u a nt ifi c ati on ( G L P G 1 6 9 0 pl a s m a 
c o n c e ntr ati o ns o nl y)

 T h e ari t h m eti c m e a n

 T h e st a n d ar d err or ( S E) a n d st a n d ar d d e vi ati o n ( S D)

 T h e m e di a n, mi ni m u m, a n d m a xi m u m

 T h e c o effi ci e nt of v ari at i on ( C V %)

= 1 0 0 x (st a n d ar d d e vi at i on / ari t h m eti c m e a n)

 T h e g e o m etri c m e a n = e x p( arit h m et i c m e a n of l n -tr a nsf or m e d d at a)

 T h e g e o m etri c c o effi ci e nt of v ari at i on ( C V %)

= 1 0 0 x � � ( � � � � � � � � � � �� � �� � � � � � � � � � � � � � � � � � � � � � � ) ² − 1

N ot es:

 S i n c e a hi g h pr o p orti o n of B L O Q ( < L L O Q) v al u e s m a y aff e ct t h e st atisti cs ; if m o r e t h a n 
5 0 % of  val u es ar e i m p ut e d or n o n- missi n g r e s ult s, t he n o nl y t he ari t hm eti c m e a n will b e 
c al c ul at e d f or t hat ti m e p oi nt. T h e ot h er d es cri pt i v e st atisti cs will  be list e d as “ N C ” ( not 
c al c ul at e d) .

 If t he c a l c ul at e d m e a n is l ess t ha n L L O Q , t he n it will b e pr e s e nt e d as B L O Q. T h e 
mi ni m u m will b e “ B L O Q ”, a n d t h e m a xi m u m will b e d eri v e d fr o m t he a ct u al  d at a.
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 T h e pl as m a c o n c e ntr ati o ns will b e pr es e nt e d wit h 3 si g nifi c a nt di git s i n t he ori gi n al 
c o n c e ntr ati o n u ni t. P K p ar a m et ers will b e pr es e nt e d wi t h 3 si gnifi c a nt di git s (i. e.: 8. 3 5 6 
a n d 1 8 3 9 n g/ m L will b e r o u n d e d t o 8. 3 6 a n d 1 8 4 0 n g/ m L, r es p e cti v el y) e x c e pt f or tm a x , 
w hi c h will b e pr e s e nt e d wi t h 1 de ci m al . T h e d e s cri pt i v e st atist i cs s h o uld b e r o u n d e d t o 
t he s a m e n u m b er of si g nifi c a nt di gits as t h e i n di vi d u al v al u es.

 I n listi n gs, B L O Q will b e pr e s e nt e d f or all v al u e s of < L L O Q a n d a v al u e of L L O Q a d d e d 
t o a f o ot n ot e.

5. 2. C A L C U L A T I O N O F P E R C E N T A G E S

Missi n g v al u es will n ot b e i n cl u d e d i n t h e d e n o mi n at or c o u nt w h e n c o m p uti n g p er c e nt a g es.

I mp ut e d missi n g v al u es ar e n o l o n g er c o nsi d er e d t o b e missi n g v al u es.

5. 3. C A T E G O R I Z A T I O N O F C O N T I N U O U S P A R A M E T E R S

W h e n a c o nt i n u o us p ar a m et er ( e g a g e) is als o c at e g ori z e d t o b e pr es e nt e d i n a fr e q u e n c y 
t a ble, di s cr e p a n ci e s c a n ari s e b e c a us e of r o u n di n g. T o pr e v e nt t hi s, t h e r o u n di n g will b e d o n e 
fir st o n t he c o nti n u o us p ar a m et er. T his r o u n d e d c o nti n u o us p ar a m et er will b e us e d f or t he 
d es cri pt i v e st atisti cs a n d will als o b e us e d f or t h e c at e g ori z ati on.

5. 4. H A N D L I N G O F V A L U E S B E L O W ( O R A B O V E) A T H R E S H O L D

5. 4. 1. S af et y a n d Effi c a c y D at a

V al u es b el o w ( a b o v e) t he d et e cti o n li mit will  be i m p ut e d b y t he v al u e of  th e d et e cti o n li mit 
its elf. List i n gs will al w a ys pr es e nt t h e ori gi n al v al u e.

E x a m pl e: if t he d at a b as e c o nt ai ns v al u es li k e “ < 0. 0 4 ”, t he n f or t he d e s cri pt i v e st atist i cs t h e 
v al u e of  th e d et e cti o n li mit ( 0. 0 4) s h all b e u s e d. A v al u e li k e “ > 1 0 0 0 ” will b e i m p ut e d b y 
“ 1 0 0 0 ”.

5. 4. 2. P K D at a

T h e l o w er li mit of q u a nt ifi c ati on ( L L O Q) will b e X. X X < u nit > .

C o n c e ntr ati o n s u m m ari es:

 Pri or t o c al c ul ati o n of  su m m ar y st atisti cs: a n y i n di vi d u al v al u es l ess t ha n l ow er li mit of 
q u a nt ifi c ati on ( < L LO Q) will b e r e pl a c e d wi t h zer o f or t he c al c ul ati o n of  des cri pti v e 
st atist i cs e x c e pt f or g e o m etri c m e a n a n d g e o m e tric C V w h er e it will b e i m p ut e d b y 
L L O Q/ 2 a n d list e d as “ B L O Q ”.

D uri n g c al c ul ati o n o f P K p ar a m et ers:

 A n y B L O Q ( < L L O Q) v al u e s t h at o c c ur b ef or e t h e fir st q u a ntifi a bl e c o n c e ntr ati o n will b e 
r e pla c e d wi t h zer o f or t he c al c ul at i on of  des cri pti v e st atisti cs e x c e pt f or g e o m etri c m e a n 
a n d g e o m et ri c C V w h er e it will b e i m p ut e d b y L L O Q/ 2 a n d list e d as “ B L O Q ” .

 If a B L O Q ( < L L O Q) v al u e o c c urs af t er a q u a nt ifi a bl e c o n c e ntr ati o n i n a pr ofil e a n d is 
f oll ow e d b y a v al u e of  LL O Q or a b o v e , t he q u a nt ifi a bl e ti m e p oi nt will b e tr e at e d as 
' missi n g'.
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 If t w o B L O Q ( < L L O Q) v al u es o c c ur i n s u c c e s si o n, t he pr ofil e will b e d e e m e d t o h a v e 
t er mi n at e d at  t he fi n al q u a nt ifi a bl e c o n c e ntr ati o n a n d s u bs e q u e nt L L O Q or a b o v e v al u es 
will b e tr e at e d as ' missi n g'.

F or i n di vi d u al p h ar m a c o ki n et i c pr ofil es/ plot s :

 A ' missi n g' v al u e will b e s u b stit ut e d f or a n y B L O Q ( < LL O Q) irr es p e cti v e of  w h er e t h e y 
ar e i n t he pr ofil e a n d t he pl as m a c o n c e ntr ati o n -ti me d at a will b e pl ott e d as s u c h, e x c e pt 
f or t h e pr e-d os e w er e it s h o ul d b e r e pl a c e b y z er o.

M e a n c o n c e ntr ati o n pr ofil es / plot s :

 W h e n est i m ati n g t he m e a n v al u e f or t he c o n c e ntr ati o n at a gi v e n tim e p oi nt ( d e s cript i v e 
m e a n c ur v e), t he f oll owi n g g ui d eli n es s h o uld b e c o nsi d er e d: th e m e a n v al u e at a ti m e 
wi t h on e or m o r e B L O Q ( < L L O Q) v al u es will b e c al c ul at e d b y assi g ni n g z er o. If t he 
c al c ul at e d m e a n v al u e i s l e s s t h a n L L O Q of t h e a s s a y , t he n t h at ti m e p oi nt will b e pl ott e d 
as z er o i n t h e m e a n p h ar m a c o ki n eti c pr ofil es.

5. 4. 3. P D D at a

V al u e s b el o w t h e q u a nt ifi c ati on li mit will b e i m p ut e d b y 0 a n d list e d as “ B L O Q ”.

5. 5. H A N D L I N G O F M I S SI N G D A T A

5. 5. 1. H a n dli n g of Mi s si n g V al u es a n d E a rl y D r o p o uts i n t h e G e n e r al, 
S af et y a n d P K A n al y s e s

N o i m p ut ati o n is d o n e of  missi n g v al u es or missi n g visits. T h e a n al ysis will b e o bs er v e d -c a s e 
o nl y , e x c e pt f or t h e f oll o wi n g P K a n al ys es:

 Missi n g W e e k 4 pr e -d os e pl as m a c o n c e ntr ati o n s will b e i m p ut e d b y t he c o n c e ntr ati o n 
v al u es f ou n d at W e e k 2 pr e -d os e ( ass u mi n g t hat st e a d y  st at e will b e r e a c h e d af t er 2 
w e e ks d osi n g) .

 W e e k 4 2 4 h p o st -d o s e pl a s m a c o n c e ntr ati o n s will b e i m p ut e d u si n g t h e W e e k 4 pr e -d os e 
v al u es, i n or d er t o c o m pl et e t h e f ull d osi n g i nt er v al P K pr ofil e ( of 2 4 h o urs).

5. 5. 2. H a n dli n g of Mi s si n g V al u es a n d E a rl y D r o p o uts i n t h e E x pl o r at o r y 
Effi c a c y a n d P D A n al y s e s

Missi n g visit s as w ell a s e arl y dr o p o uts will b e i m p ut e d usi n g t he l a st o bs er v at i on c arri e d 
f or w ar d ( L O C F) al g ori t h m. S o t o i m p ut e a missi n g v al u e, t he l ast pr e c e di n g n o n- missi n g 
v al u e will b e us e d ( w hi c h c o ul d e v e n b e a b as eli n e v al u e).

N ot e t hat f or s pir o metr y  par a m et er s, d at a e x cl u d e d b e c a us e of  a po or q u alit y gr a di n g ( cf. 
s e ct i on 9. 1. 1 ) will b e i m p ut e d f oll owi n g t h e r ul es d efi n e d a b o v e.

A n d n ot e  th at missi n g p o st -d os e ( w e e k 4 1. 5 h a n d 6 h) P D ( L P A i n bl o o d) d at a w o n’t b e 
i m p ut e d.

F or all p ar a m et ers, a n o bs er v e d -c as e ( O C) a n al ysis will  als o b e p erf or m e d (i. e., wi t ho ut a n y 
i m p ut atio n).
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5. 5. 3. H a n dli n g of Mi s si n g D at e o r P a rti all y K n o w n D at e

U nl ess s p e cifi e d ot h er wis e, n o i m p ut ati o n will b e d o n e of  missi n g d at e fi el ds, or of  th e 
missi n g p art s of  parti all y k n o w n d at e fi el ds. W h e n n e e d e d, a w or st -c as e s el e ct i on will b e 
m a d e. S u c h w orst- c as e s el e ct i on r ul es ar e el a b or at e d i n t h e s p e cifi c s e ct i ons.

5. 6. H A N D L I N G O F O U T L I E R S

All m e as ur e d v al u es will b e i n cl u d e d i n t h e a n al ys es.

F or t h e (s p e cifi c) ai r w a y r e si st a n c e at F R C a n d T L C i n t h e F RI d at a ( s e ctio n 9. 4 ), o utli er s c a n 
o c c ur t h at ar e r e al  val u es b ut aff e ct t h e m o d el  e sti m at e s e xtr e mel y . I n t he s e c a s e s, v al u e s t h at 
ar e l ar g er t ha n t he t hir d q u a nt il e + 3 ti m es t he i nt er q u artil e r a n g e m a y b e r e mo v e d. I nfi nit e 
v al u es f or r esist a n c e ar e p ossi bl e a n d t hes e will b e list e d, b ut will b e r e mo v e d fr om t he d at a 
b ef or e st ati st i c al a n al ysis.

5. 7. H A N D L I N G O F S E C O N D S I N D A T E ( TI M E ) F I E L D S

If a d at e(ti m e) fi el d c o nt ains s e c o n ds, t h es e will b e c ut off (i. e., r o u n d e d d o w n t o t h e mi n ut e) 
pri or t o d at a a n al ysis. T h e a n al ysis will o nl y  us e t h e d at e a n d ti m e u p t o t h e mi n ut e.

6. S O F T W A R E A N D P R O C E D U R E S

6. 1. S O F T W A R E

S A S v ersi o n 9. 2 ( or hig h er) will b e us e d f or pr o gr a m mi n g (

P h o e ni x Wi n N o n Li n v er si o n  6. 4 ( or hi g h er) will b e us e d f or P K d eri v at i ons (

T h e st atist i c al a n al ysis a n d vis u ali z ati o n of  th e F RI p ar a m et ers will b e i m pl e m e nt e d i n R 
v er si o n  3. 2. 5 (or hi g h er ) (T h e R F o u n d at i on f or St atist i cal  Co m p ut i n g, Vi e n n a, A u stri a)
(

6. 2. P R O C E D U R E S

A n al ys es will c o m p l y wit h I C H r e g ulat i ons, i n p artic ul ar: (I C H-E 3) , (I C H-E 6) a n d (I C H-E 9) .

T h e f o ll owi n g G al a p a g o s S O Ps will b e f o ll ow e d:

 S O P -C LI -0 0 1: D e v el o pi n g Cli ni c al St u d y  D o c u me nts ( v ersi o n 1. 0)

 S O P -C LI -0 0 3: M a n a gi n g D at a Pr o c essi n g A ct i viti es ( v ersi on 1. 0)

T h e f o ll owi n g S T A T S O Ps will b e f o ll ow e d:

 CI 5 0 2: Pr e p ar ati o n of St atisti c al A n al ysis Pl a n a n d D o c u m e nt ati o n of St atist i cal  M et h o d s

 CI 5 0 3: D et er mi n at i on Of A n al ysis S ets

 CI 5 0 4 : Pr o gr a m mi n g S p e cifi c at i ons f or A n al ysis D at a S ets

 CI 5 0 5: V erifi c at i on Of St atist i c al Pr o gr a ms A n d O ut p uts

 CI 5 1 0: U n bli n di n g of C li ni c al Trials

T h e f o ll owi n g P K w or k i n str u cti o ns will  be f ol l ow e d:
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 W B S 0 0 3: Cr e ati o n a n d V erifi c at i on of D at a S ets f or P h ar m a c o ki n et i c A n al ysis

6. 3. F O R M A T S

B e c a us e t he l oc k e d d at a is i n C DI S C S D T M f or mat, t he d eri v e d d at a will b e f oll owi n g 
C DI S C A D a M v ersi o n 2. 1 A D a MI G v ersi o n 1. 0 f or m at.

T a bl es, list i n gs a n d fi g ur es will f oll o w t h e M o c k T L Fs, as pr o vi d e d i n a s e p ar at e d o c u m e nt.

7. S T A TI S TI C A L M E T H O D S

7. 1. P L A N N E D A N A L Y S E S, P R O T O C O L A M E N D M E N T S 
I N C L U D E D

7. 1. 1. G e n e r al St ati sti c al C o n si d e r ati o ns

S u m m ar y  ta b ul at i ons wil l b e pr es e nt e d a n d will di s pl a y t he n u m b er of  obs er v at i ons, m e a n,  
st a n d ar d err or ( S E), m e d i a n, mi ni m u m, a n d m a xi m u m f or c o nti n u o us v ari a bl es, a n d t he 
n u m b er a n d p er c e nt a g e p er c at e g or y  for c at e g ori c al  dat a. I n a d di tio n t o t a bul at e d d es cri pt i v e 
st atist i cs, gr a p hi c al d at a di s pl a ys m a y b e u s e d t o s u m m ari z e t h e d at a. U nl ess ot h er wis e n ot e d, 
i nf er e nti al st atist i cs will b e i nter pr et e d at  th e 2- si d e d 5 % l e v el. D at a will b e p o ol e d a cr o s s 
c e nt ers a n d c o u ntri es.

7. 1. 2. A n al y s e s of D e m o g r a p hi cs a n d B as eli n e C h a r a ct e risti cs

S u bj e ct dis p osit i on (in cl u di n g r e as o ns f or e arl y dis c o nt i n u ati on), pr ot o c ol d e vi at i ons,  
d e m o gr a p hi cs, b as eli n e c h ar a ct erist i cs, m e di c al hist or y, will b e pr es e nt e d d es cri pt i v el y.

Us e of st u d y  dr u g a n d c o n c o mit a nt m e di c at i ons will als o b e pr es e nt e d d es cri pt iv el y.

7. 1. 3. E x pl o r at o r y Effi c a c y A s s ess m e nts

E x pl or at or y  en d p o i nt dat a at e a c h p o st -d osi n g visit  will b e a n al y z e d d e s cri pt i v el y. 
C o m p aris o n b et w e e n G L P G 1 6 9 0 a n d t h e pl a c e b o gr o u p will b e d o n e e x pl or ati v el y .

A n al ysis m et h o ds:

 C o nti n u o us p ar a m et ers will b e a n al y z e d usi n g d es cri pt i v e st atist i cs of  act u al  val u es, 
c h a n g es fr om b as eli n e, a n d p er c e nt c h a n g es fr o m b as eli n e. G L P G 1 6 9 0 a n d pl a c e b o will 
b e c o m p ar e d usi n g a n A N C O V A m o d el o n t h e c h a n g es fr o m b as eli n e, wit h t h e f oll o wi n g 
c o v ari at es: dis e as e s e v erit y ( bas eli n e % F V C, s cr e e ni n g % D L C O), a g e, g e n d er, tr e at m e nt 
gr o u p, c o u ntr y , a n d b as eli n e v al u e. Wit hi n -gr o u p c o m p aris o ns of  ea c h visit v ers us 
b as eli n e will b e i n v est i g at e d usi n g a p air e d t-t e st.

 Missi n g d at a will b e i m p ut e d, al s o f or s u bj e cts w h o pr e m at ur el y dis c o nt i n u e t he st u d y. 
T h e pri m ar y i m p ut atio n m et h o d will b e l ast-o bs er v at i on -c arri e d -f or w ar d. A n o bs er v e d -
c as e a n al ysis will als o b e p erf or m e d.

 A d dit i on al e x pl or at or y  an al ys es a n d gr a p hi c al pr e s e nt ati o n s m a y b e p erf or m e d w h e n 
d e e m e d us ef ul t o b ett er u n d erst a n d t h e d at a.
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7. 1. 4. P h a r m a c o ki n eti c A n al y s es

D es cri pt i v e st atist i cs will b e c al c ul at e d f or t he pl as m a c o n c e ntr ati o ns a n d P K p ar a m et ers. 
M e a n ( ± S E) c o n c e ntr ati o n -ti m e pr ofil e will b e g e n er at e d.

I n di vi d u al s u bj e ct G L P G 1 6 9 0 c o n c e ntr ati o ns a nd P K p ar a m et ers will b e list e d.

7. 1. 5. P h a r m a c o d y n a mi c A n al ys es

I n bl o o d, L P A C 1 8: 2 s p e ci es p e a k ar e a r ati o will b e us e d t o c al c ul at e t h e p er c e nt a g e r e d u cti o n 
v ers us b as eli n e. B as eli n e will  be t he a v er a g e of  th e pr e -d osi n g d u pli c at es ( pr e-d os e s a mpl e 
fr om D a y -1).

T h e p er c e nt a g e r e d u cti o n fr o m b as eli n e will b e c al c ul at e d as f o ll ows:

% r e d u cti o n = 1 0 0 -( 1 0 0 x visit/ b as eli n e)

P D d at a will b e s u m m ari z e d d es cri pt i v el y p er tr e at m e nt a n d p er ti m e p oi nt.

I n di vi d u al a n d m e a n a bs o l ute v al u e s, in di vi d u al a n d m e a n % r e d u cti on fr om b as eli n e o v e r 
ti m e pl ots will b e g e n er at e d.

T h e A U E C ( ar e a u n d er t h e eff e cti v e-ti m e c ur v e) a s w ell a s E m a x ( ma xi m u m % r e d u ct i on fr om 
b as eli n e) o n D a y  2 8 will b e d et er mi n e d fr o m i n di vi d u al eff e ct ti m e pr ofil es.

A bs ol ut e v al u e s, % r e d u ctio n fr om b as eli n e , A U E C a n d E m a x will b e c o m p ar e d b et w e e n t he 
tr e at me nt gr o u ps usi n g a n a n al ysis of  co v ari a n c e ( A N C O V A) m o d el  with t he f oll owi n g 
c o v ari at es: di s e as e s e v erit y (b as eli n e F V C, s cr e e ni n g D L C O), a g e, g e n d er, tr e at m e nt gr o u p, 
c o u ntr y , a n d b as eli n e v al u e.

Wit hi n -gr o u p c o m p ar is o ns of P D m ar k er l e v el o bt ai n e d ( a b s olut e v al u es a n d % r e d u cti on 
fr om b as eli n e) o n D a y  28 pr e -d o s e, 1. 5 h a n d 6 h p ost - d os e, a n d o n D a y 8 4 pr e -d o s e , v ers us
b as eli n e will b e i n v est i g at e d usi n g a p air e d t-t est.

T h e a n al ysis will b e p erf or m e d f or t he L P A C 1 8: 2 s p e ci es. Ot h er L P A s p e ci es mi g ht b e 
a n al y z e d if d e e m e d a p pr o pri at e.

I n B A L F , d at a for all  LP A s p e ci es d et e ct a bl e will  be us e d f or t he a n al ysis. L P A s p e ci es p e a k 
ar e a r atio will b e us e d t o c al c ul at e t he p er c e nt a g e r e d u ctio n fr om b as eli n e. B as eli n e will b e 
t he a v er a g e of t h e pr e -d osi n g d u pli c at es ( pr e -d os e s a m pl e fr o m D a y -1).

7. 1. 6. P h a r m a c o ki n eti c / P h a r m a c o d y n a mi c a n d P h a r m a c o ki n eti c / 
E x pl o r at o r y Effi c a c y C o r r el ati o ns

I n di vi d u al a n d/ or m e a n ± S E, s af et y,  PD, e x pl or at or y  effi c a c y e n d p o i nt, a n d/ or G L P G 1 6 9 0 
pl as m a c o n c e ntr ati o ns m a y b e pl ott e d a g ai nst o n e a n ot h er.

P K/ P D, P K/ e x pl or at or y  effi c a c y en d p o i nt an d s af et y c orr el at i on will b e e x pl or e d b et w e e n 
G L P G 1 6 9 0 c o n c e ntr ati o n s or P K p ar a m et er s a n d s el e ct e d e x pl or at or y P D or s af et y e n d p oi nt s, 
b ut o nl y if t h e l att er ar e si g nifi c a nt l y a lter e d b y  t h e tr e at me nt.
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E x pl or at or y  saf et y/ P K / P D/ e x plor at or y  effi c a c y e n d p o i nt an al ys es m a y b e a d d e d w h e n 
d e e m e d us ef ul t o b ett er u n d erst a n d t h e c oll e ct e d d at a.

7. 1. 7. A n al y s e s of S af et y D at a

A d e s cri pt i v e a n al ysis of  th e T E A Es, l ab or at or y  ass ess m e nts, 1 2- l e a d E C G, a n d vit al  si g ns 
will b e p erf or m e d. C h a n g es fr om b as eli n e a n d s hifts a c c or di n g t o n or m al  ra n g es will  be 
pr es e nt e d as w ell.

P h ysi c al e x a mi n at i on r es ults will b e list e d o nl y.

A Es will b e f ull y d es cri b e d a n d c o d e d a c c or di n g t o t he M e di c al  Di cti o n ar y for R e g ul at or y 
A ct i viti es Di cti on ar y .

7. 2. C H A N G E S T O T H E P L A N N E D A N A L Y S E S, N O T C O V E R E D B Y 
P R O T O C O L A M E N D M E N T S

7. 2. 1. C h a n g e s b ef o r e D at a b a s e L o c k

F or F RI p ar a m et ers , t he c o m p ar is o n b et w e e n G L P G 1 6 9 0 a n d t he pl a c e b o gr o u p will o nl y b e 
d o n e f or 2 z o n es (lo w er l ob es a n d u p p er l ob es s e p ar at el y). T h es e a n al ys es will b e p erf or m e d 
usi n g a n A N C O V A m o d el (li k e t he ot h er effi c a c y  par a m et ers) i nst e a d of  a mi x e d eff e cts 
A N C O V A m o d el (t h e r e gio n al  n at ur e of t h e d at a b ei n g dis c ar d e d).

A n d t he F RI d at a b ei n g m o st l y n ot n or m all y di stri b ut e d a n d b ei n g m e as ur e d o n a r e gio n al  
s c al e, m o r e c o m pl e x a d di tio n al e x pl or at or y  an al ys es (m o d els wi t h e xtr a c o v ari at e s, n est e d 
r a n d om f a ct ors, i nt er a cti o n t er ms …) m a y b e n e e d e d t o b ett er u n d erst a n d t h e d at a.

7. 2. 2. C h a n g e s aft e r D at a b a s e L o c k

N o n e

8. D E FI NI TI O N S O F G E N E R A L A N A L Y SI S T A B L E S, 
LI S TI N G S A N D F I G U R E S

8. 1. S U B J E C T D I S P O S I T I O N

Listi n g 1 6 . 2. 1. 1: S u bj e ct dis p ositi o n: R a n d o mi z ati o n

List i n g of s u bj e ct n u m b ers a n d r a n d o mi z ati on gr o u p s, a n y i nf or mat i on o n c o d e b r e a ki n g, 
p o p ul at i ons, c o u ntr y a n d si t e.

All dis cr e p a n ci es ( as -r a n d omi z e d v ers us as -tr e at e d) will b e fl a g g e d.

P o p ul at i on: all r a n d o mi z e d s u bj e ct s.

T a bl e 1 4 . 1. 1.1: S u bj e ct dis p ositi o n: T a b ul ati o n b y c o u nt r y a n d i n v esti g at o r

T a b ul at i on p er tr e at me nt gr o u p ( a n d o v er all) of t he n u m b er of  su bj e cts i n e a c h of t he 
c o u ntri es a n d sit es.
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P o p ul at i on: s af et y .

T a bl e 1 4 . 1. 1.2: S u bj e ct dis p ositi o n: A n al ysis p o p ul ati o ns

T a b ul at i on p er tr e at m e nt gr o u p ( a n d o v er all ) of t he n u m b er of s u bj e ct s i n e a c h of  t he a n al y si s 
p o p ul at i ons d efi n e d i n s e ct i on 2.

P o p ul at i on: all s c r e e n e d s u bj e ct s.

T a bl e 1 4. 1. 1. 3: S u bj e ct dis p ositi o n: N o -t r e at m e nt s u bj e cts: T a b ul ati o n of t h e r e as o ns

T a b ul at i on of dis c o nt i n u ati o ns a n d t h e r e as o ns f or dis c o nti n u ati on.

P o p ul at i on: all s cr e e n e d s u bj e cts, mi n u s t h e s afet y p o p ul at i on ( s o s el e cti n g o nl y s u bj e ct s w h o 
w er e n e v er e x p os e d t o t h e st u d y  dr u g : s u bj e ct s eit h er n e v er r a n d o mi z e d or r a n d o mi z e d b ut n ot 
e x p os e d).

T a bl e 1 4 . 1. 1.4 : S u bj e ct dis p ositi o n: T a b ul ati o n of t h e n u m b e r of s u bj e cts at e a c h 
ti m e i nt e r v al

T a b ul at i on p er tr e at me nt gr o u p ( a n d o v er all) a n d p er ti m e p oi nt of  th e n u m b er of  su bj e cts 
wi t h d at a.

P o p ul at i on: s af et y .

Listi n g 1 6. 2. 1. 2: S u bj e ct dis p ositi o n: N u m b e r of d a ys i n st u d y 

List i n g p er tr e at me nt gr o u p, p er s u bj e ct a n d p er tim e p oi nt of t he n u m b er of  da ys i n st u d y at 
t he ti m e o f t he visit ( d eri v at i on of t h es e “ d a ys ”: s e e s e cti o n 4. 1 ).

P o p ul at i on: s af et y .

T a bl e 1 4 . 1. 1.5: S u bj e ct dis p ositi o n: Fi rst a n d l ast d at e i n t h e st u d y

List t h e f o ll owi n g ( o v er all, n ot p er s u bj e ct):

 D at e of t h e first si g n at ur e o n st u d y  I C F.

 D at e of first a n d l ast s cr e e ni n g visit.

 D at e of first st u d y  dr u g a d mi ni str atio n .

 L ast visit d at e ( all visit s; i n cl u di n g u ns c h e d ul e d visits) .

 L ast d at e of c o nt a ct i n t h e st u d y  wit h a n y s u bj e ct.

P o p ul at i on: all s cr e e n e d s u bj e ct s.

T a bl e 1 4 . 1. 1.6: S u bj e ct dis p ositi o n: T a b ul ati o n of t h e st u d y t e r mi n ati o n r e as o ns

T a b ul at i on p er tr e at me nt gr o u p ( a n d o v er all) of  co m pl et i on/ dis c o nt i n u ati ons a n d t he r e a s o n s 
f or dis c o nt i n u ati on.

P o p ul at i on: s af et y .

Listi n g 1 6. 2. 1. 3: S u bj e ct dis p ositi o n: St u d y t e r mi n ati o n
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List i n g p er tr e at me nt gr o u p a n d p er s u bj e ct of  th e r e aso n f or c o m pl eti o n/ dis c o nti n u ati o n a n d 
t he n u m b er of  d a y s si n c e fir st st u d y tr e at me nt a d mi ni str ati o n at st u d y  t er mi n atio n. I n c a s e t h e 
di s c o nti n u at i on w a s d u e t o A E, t h e A E v er b ati m t er m  will b e pr es e nt e d i n t his listi n g. If t h er e 
is a ( ver b ati m) e x pl a n at i on o n t he di s c o nt i n u ati on r e as o n, t his will als o b e pr es e nt e d i n t hi s 
listi n g.

P o p ul at i on: s af et y .

8. 2. P R O T O C O L D E V I A T I O N S A N D E L I G I B I L I T Y

Pr ot o c ol  de vi at i ons ar e d et er mi n e d a n d r e c or d e d w hilst t he st u d y is o n g oi n g, a n d t he list is 
fi n ali z e d pri or t o d at a b as e lo c k ( a n d u n bli n di n g). All d e vi at i ons ar e cl assifi e d a s ei t her 
“ m aj or ” or “ mi n or ”. F or m or e d et ails, pl e as e r ef er t o t h e Pr ot o c ol D e vi at i on Pl a n.

T a bl e 1 4. 1. 2. 1: P r ot o c ol d e vi ati o ns: T a b ul ati o n

T a b ul at i on p er tr e at me nt gr o u p ( a nd o v er all) of t he pr ot o c ol  de vi ati o n s c at e g ori es ( e a c h 
s c or e d as m aj or / mi n or).

T a b ul at i on p er tr e at m e nt gr o u p ( a n d o v er all) of t h e m aj or pr ot o c ol d e vi at i ons.

P o p ul at i on: s af et y .

Listi n g 1 6. 2. 2. 1: P r ot o c ol d e vi ati o ns

List i n g p er tr e at me nt gr o u p a n d p er s u bj e ct of all  pr ot o c ol de vi at i ons, wi t h in di c ati o n m aj or / 
mi n or.

P o p ul at i on: s af et y .

Listi n g 1 6. 2. 2. 2: Eli gi bilit y c rit e ri a: Vi ol ati o ns

O nl y vi o l at e d i n- a n d e x cl usi o n cri t eria will  be list e d p er tr e at me nt gr o u p a n d p er s u bj e ct. 
T h es e ar e cri t eri a a s tic k e d b y t h e i n v esti g at or i n t he e C R F ( not f r o m t he pr ot o c ol  de vi at i on s 
list, t h o u g h eli gi bility vi o l ati ons will als o b e list e d i n t h e pr ot o c ol d e vi at i ons).

P o p ul at i on: s af et y .

8. 3. S U B J E C T S E X C L U D E D F R O M A N A L Y S I S

Listi n g 1 6 . 2. 3. 1: S u bj e cts e x cl u d e d f r o m t h e s af et y a n al ysis

List i n g of  all s u bj e cts t hat w er e r a n d o mi z e d a n d/ or n ot tr e at e d: t he st u d y t er mi n ati on r e as o n 
a n d/ or t h e r e as o n f or b ei n g a n o -tr e at me nt s u bj e ct will b e list e d, w hi c h e v er is a v ail a bl e.

P o p ul at i on: all s cr e e n e d s u bj e cts, mi n us t h e saf et y p o p ul at i on.

Listi n g 1 6 . 2. 3. 2: S u bj e cts e x cl u d e d f r o m t h e I T T a n al ysis

List i n g of all s u bj e cts t h at w er e e x p os e d b ut w h o w er e n ot i n cl u d e d i n t h e I T T p o p ulati o n: t h e 
st u d y t er mi n ati on r e as o n a n d t h e r e as o n f or b ei n g e x cl u d e d will b e list e d.
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P o p ul at i on: s af et y , mi n us t he I T T p o p ul at i on.

Listi n g 1 6. 2. 3. 3: S u bj e cts e x cl u d e d f r o m t h e P D a n al ysis

List i n g of  all s u bj e ct s t h at w er e e x p o s e d b ut w h o w er e n ot i n cl u d e d i n t h e P D p o p ulat i on: t h e 
st u d y t er mi n ati on r e as o n a n d t h e r e as o n f or b ei n g e x cl u d e d will b e list e d.

P o p ul at i on: s af et y , mi n us t he P D p o p ul at i on .

8. 4. D E M O G R A P H I C S A N D B A S E L I N E C H A R A C T E R I S T I C S

8. 4. 1. P a r a m et e r s

 G e n d er

 A g e at t he m o m e nt  of si g ni n g t he I C F ( ye ar s): t he a g e is n ot r e c al c ul at e d w h e n al r e a d y 
a v ail a bl e i n t h e d at a b as e

 A g e c at e g ori es:

[ 40 , 50 [ y e ars

[ 50, 6 0 [ y e ars

[ 6 0, 7 0[ ye ar s

≥ 7 0 y e ars

 D at e of birt h: o nl y  li st e d

 D at e of  sig ni n g t h e I C F: o nl y list e d

 R a c e

 “ Ot h er ” r a c e: o nl y list e d

 Et h ni cit y

 H ei g ht ( c m )

 W ei g ht ( k g)

 B o d y m ass i n d e x B MI = ( w ei g ht i n k g) / ( hei g ht i n m) ² ( k g/ m²): t he B MI will b e 
r e c alc ul at e d a n d r o u n d e d t o t he first d e ci m al, e v e n w h e n al r e a d y a v ail a bl e i n t he 
d at a b as e. T h e ori gi n al B M I will n ot b e us e d i n t h at c as e

 B MI c at e g ori es:

≤ 1 8. 5 k g/ m ²

] 1 8. 5, 2 5. 0] k g/ m²

] 2 5. 0, 3 0. 0[ k g/ m²

≥ 3 0. 0 k g/ m ²

 Al c o h o l st at u s: n e v er / c urr e nt / f or m er

 S m o ki n g st at us: n e v er / c urr e nt / f or mer

 Al c o h o l a n d s m o ki n g st at u s d et ails: o nl y list e d

 F e m al e of c hil d -b e ari n g p ot e nti al: y es / n o, n o: s ur gi c all y st eril e / p ost -m e n o p a us al

 F e m al e of c hil d -b e ari n g p ot e nti al: b irt h c o ntr ol met h o d s d et ails: o nl y list e d

8. 4. 2. A n al ysis

T a bl e 1 4 . 1. 3.1: D e m o g r a p hi c d at a : Des c ri pti v e st atisti cs

C o nti n u o us p ar a m et ers: d es cri pt i v e st atisti cs p er tr e at me nt gr o u p ( a n d o v er all).
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C at e g ori c al p ar a m et ers: fr e q u e n c y t a b ul at i on p er tr e at m e nt gr o u p ( a n d o v er all).

P o p ul at i on: s af et y .

Listi n g 1 6 . 2. 4. 1: D e m o g r a p hi c d at a

List i n g p er tr e at m e nt gr o u p a n d p er s u bj e ct of all d e m o gr a p hi c p ar a m et ers.

P o p ul at i on: s af et y .

Listi n g 1 6. 2. 4. 2: Al c o h ol a n d s m o ki n g st at us

List i n g p er tr e at m e nt gr o u p a n d p er s u bje ct of  all d et ails o n al c o h o l a n d s m o ki n g st at us .

P o p ul at i on: s af et y .

Listi n g 1 6. 2. 4. 3: Bi rt h c o nt r ol m et h o ds

List i n g p er tr e at m e nt gr o u p a n d p er s u bj e ct of all d et ails o n birt h c o ntr ol m et h o ds.

P o p ul at i on: s af et y , w o m e n of c hil d b e ari n g p ot e nti al o nl y.

T a bl e 1 4. 1. 3. 2:  B as eli n e l a b o r at o r y d at a: T a b ul ati o n of a b n o r m aliti es

Fr e q u e n c y t a b ul ati on p er l a b t e st p er tr e at me nt gr o u p ( a n d o v er all) of  th e b as eli n e r e s ult, 
c at e g ori z e d a s l o w / n or m al  / hi g h a c c or di n g t o t h e n or m al r a n g es (s e e s e cti on 1 3. 2. 5 ).

P o p ul at i on: s af et y .

T a bl e 1 4. 1. 3. 3: B as eli n e E C G d at a: T a b ul ati o n of a b n o r m aliti es

Fr e q u e n c y t a b ul ati on p er p ar a m et er ( Q T a n d Q T c F) p er tr e at me nt gr o u p ( a n d o v er all) of  th e 
b as eli n e r es ult, c at e g ori z e d as (s a m e as i n s e cti o n 1 3. 3. 5 ):

 ≤ 4 5 0 ms

 ] 4 5 0, 4 8 0] ms

 ] 4 8 0, 5 0 0] ms

 > 5 0 0 ms

P o p ul at i on: s af et y .

T a bl e 1 4. 1. 3. 4: B as eli n e vit al si g ns d at a: T a b ul ati o n of a b n o r m aliti es

Fr e q u e n c y t a b ul ati on p er p ar a m et er a n d p er tr e at me nt gr o u p ( a n d o v er all) of  th e b as eli n e 
r e s ult, c at e g oriz e d a s lo w / n or m al  / hi g h a c c or di n g t o t h e n or m al r a n g es (s e e s e cti on 1 3. 4. 4 ).

P o p ul at i on: s af et y .

T a bl e 1 4. 1. 3. 5:  B as eli n e p h ysi c al e x a mi n ati o n : T a b ul ati o n of a b n o r m aliti es

Fr e q u e n c y t a b ul atio n p er C R F b o d y  syst e m  an d p er tr e at me nt gr o u p ( a n d o v er all) of  th e 
b as eli n e r es ult, c at e g ori z e d as n or m al / a b n or m al
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P o p ul at i on: s af et y .

8. 5. B A S E L I N E D I S E A S E C H A R A C T E R I S T I C S

8. 5. 1. P a r a m et e r s

 D ur ati o n of  I P F ( ye ars) = 
( � � � � �� �� � �� � � � � � � � �) – ( � � � � �� � ���� �� �� � � � � �� � �� � � �)

� � � .� �
, r o u n d e d t o 

t he first d e ci m al . If t he d at e of  ini tial di a g n osis is i n c om p l et e, t he n t he f oll owi n g r ule s 
will b e a p pli e d: Missi n g d a y : us e t h e first of t h e m ont h. Missi n g m o nt h: us e J a n u ar y

 D ur ati o n of  I P F, c at e g oriz e d as:

< 0. 5 y e ar

[0. 5 , 1[ y e ar

[ 1, 2[ ye ar s

≥ 2 y e ars

 D at e of i nit i al di a g n osis: o nl y list e d

 N u m b er of I P F e x a c er b at i ons wit hi n 6 w e e ks pri or t o s cr e e ni n g

 A bs ol ut e d e cli n e i n F V C wit hi n t h e l ast 6 m o nt hs:

< 5 %

5- 1 0 %

> 1 0 %

U n k n o w n

 R el ati v e d e cli n e i n F V C > 1 0 wit hi n l ast 6 m o nt hs:

Y es

N o

U n k n o w n

 A bs ol ut e d e cli n e i n D L C O wit hi n t h e l ast 6 m o nt hs:

≤ 1 5 %

> 1 5 %

U n k n o w n

 S cr e e ni n g D L C O, % pr e di ct e d of n or m al

 S cr e e ni n g D L C O, c orr e ct e d f or h e m o gl o bi n

 S cr e e ni n g a n d b as eli n e F V C

 C h a n g e i n F V C: b as eli n e - s cr e e ni n g *

 S cr e e ni n g a n d b as eli n e % F V C

 S cr e e ni n g a n d b as eli n e % F V C , c at e g oriz e d as:

< 5 0 %

[ 50, 7 0[ %

[ 7 0, 9 0[ %

≥ 9 0 %

 C h a n g e i n % F V C: b as eli n e - s cr e e ni n g *

* o nl y  c al c ul at e d if t h e b as eli n e v al u e h as n ot b e e n i m p ut e d b y t h e s cr e e ni n g v al u e.
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8. 5. 2. A n al ysis

T a bl e 1 4. 1. 3. 6: S c r e e ni n g a n d b as eli n e dis e as e c h a r a ct e risti cs

C o nti n u o us p ar a m et ers: d es cri pt i v e st atisti cs p er tr e at me nt gr o u p ( a n d o v er all).

C at e g ori c al p ar a m et ers: fr e q u e n c y t a b ul at i on p er tr e at m e nt gr o u p ( a n d o v er all).

P o p ul at i on: s af et y .

Listi n g 1 6. 2. 4. 4: S c r e e ni n g a n d b as eli n e dis e as e c h a r a ct e risti cs

List i n g p er tr e at m e nt gr o u p a n d p er s u bj e ct of all dis e as e c h ar a ct eristi cs.

P o p ul at i on: s af et y .

T a bl e 1 4. 1. 3. 7: P ri o r a n d c o n c o mit a nt all o w e d I P F t r e at m e nt

T a b ul at i on p er tr e at m e nt gr o u p a n d o v er all of pri or I P F m e di c ati o ns.

N o f or m al  c o mp aris o n of t h e t w o tr e at m e nt gr o u ps pl a n n e d.

P o p ul at i on: s af et y .

Listi n g 1 6. 2. 4. 5: P ri o r a n d c o n c o mit a nt all o w e d I P F t r e at m e nt

List i n g p er tr e at m e nt gr o u p a n d p er s u bj e ct.

P o p ul at i on: s af et y .

8. 6. M E D I C A L H I S T O R Y A N D C O N C U R R E N T D I S E A S E S

T a bl e 1 4. 1. 3. 8: M e di c al hist o r y: T a b ul ati o n

Fr e q u e n c y t a b ul ati on p er tr e at me nt gr o u p ( a n d o v er all) of  th e s yst e m or g a n cl ass es a n d 
pr ef err e d t er ms, s el e ct i n g o nl y t he m e di c al hist or y fi n di n gs (i. e., c o n di tio n n o l on g er pr es e nt 
at t h e st art of t h e st u d y ).

P o p ul at i on: s af et y .

T a bl e 1 4. 1. 3. 9: C o n c u r r e nt dis e as es: T a b ul ati o n

Fr e q u e n c y t a b ul ati on p er tr e at me nt gr o u p ( a n d o v er all) of  th e s yst e m or g a n cl ass es a n d 
pr ef err e d t er ms.

P o p ul at i on: s af et y .

Listi n g 1 6. 2. 4. 6 : M e di c al hist o r y

List i n g p er tr e at m e nt gr o u p a n d p er s u bj e ct of t h e m e di c al hist or y d ata fi n di n gs (i. e., c o n dit i on 
n o l o n g er pr es e nt at t h e st art of t h e st u d y ): origi n al t er ms as w ell as c o d e d t er ms.
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P o p ul at i on: s af et y .

Listi n g 1 6. 2. 4. 7: C o n c o mit a nt dis e as es

List i n g p er tr e at me nt gr o u p a n d p er s u bj e ct of  th e c o n c o mi t a nt di s e as es d at a fi n di n gs (i. e., 
c o n di tio n st ill pr es e nt or u n k n o w n): ori gi n al t er ms as w ell as c o d e d t er ms.

P o p ul at i on: s af et y .

8. 7. P R I O R A N D C O N C O M I T A N T T H E R A PI E S

8. 7. 1. Cl a s sifi c ati o n of T h e r a pi es

All pri or a n d c o n c o mit a nt t her a pi es will b e all o c at e d i nto e x a ct ly o n e of  th e f oll owi n g 
c at e g ori e s:

 Pri or o nl y: t h e t h er a p y  e n d e d b ef or e t h e first st u d y dr u g a d mi nistr ati o n.

 C o n c o mit a nt o nl y: t h e t h er a p y  st art e d o n or aft er t h e first st u d y dr u g a d mi ni str atio n .

 P o s t-tr e at me nt: t h e t h er a p y  st art e d aft er t h e l ast st u d y dr u g a d mi nistr ati o n.

 Pri or a n d c o n c o mit a nt: t h e t her a p y st art e d b ef or e t he first st u d y dr u g a d mi ni str ati o n, a n d 
e n d e d o n or aft er t h e first st u d y  dr u g a d mi ni str atio n .

W h e n t he st art d at e is missi n g, t he t her a p y  is ass u m e d t o ha v e st art e d o n t he s a me d a y a s t he 
fir st a d mi ni str atio n of  st u d y dr u g .

W h e n t he e n d d at e is missi n g, t he t her a p y  is ass u m e d t o b e st ill o n g oi n g af t er t he e n d of  th e 
st u d y.

W h e n t h e st art d at e i s o nl y p artiall y k n o w n, t h e missi n g p arts will b e i m p ut e d b y t h e first d a y 
of  th e m o nt h/ y e ar, or t he d a y of  th e first st u d y dr u g i nta k e i n c as e t he n o n- missi n g p art 
m at c h es.

W h e n t he e n d d at e is o nl y p art i all y k n o w n, t he missi n g p art s will b e i m p ut e d b y t he l a st d a y 
of  t h e mo nt h/ y e ar.

I mp ut ati o n of  st art a n d e n d d at e s is o nl y d o n e f or t he cl assifi c at i on i nto pri or / c o n c o mit a nt / 
pri or + c o n c o mit a nt. T h e listi n g will pr e s e nt t he ori gi n al st art a n d e n d d at es, als o w h e n 
i n c om p l et e. Fiel ds li k e st art a n d st o p d a y s will n ot b e d eri v e d fr o m i m p ut e d i n c o m p l et e d at es.

T h e r el at i v e st u d y d a y of t h er a p y st art a n d st o p will b e d eri v e d as f o ll ow s ( o nl y  li st e d):

St a rt d a y

= ( T h er a p y st art d at e) – ( d at e of  first st u d y dr u g a d mi nistr ati o n) + 1, w h e n t he st art d at e of 
t her a p y  is k no w n a n d c o m pl et e, a n d w h e n t h e t h er a p y st art d at e is o n or af t er t h e d at e of first 
st u d y dr u g .

= ( T h er a p y st art d at e) – ( d at e of  first st u d y dr u g a d mi nistr ati o n), w h e n t he st art d at e of 
t her a p y  is k n o w n a n d c o m p l et e, a n d w h e n t he t h er a p y st art d at e is b ef or e t he d at e of  first 
st u d y dr u g .

= Mi ssi n g w h e n t h e st art d at e of t h er a p y is u n k n o w n, missi n g, or i n c o m p l et e.
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St o p d a y

= ( T h er a p y st o p d at e) – ( d at e of  first st u d y dr u g a d mi nistr ati o n) + 1, w h e n t he e n d d at e of 
t her a p y  is k n o w n a n d c o m p l et e, a n d t he e n d d at e of  th er a p y is o n or af t er t he d at e of  first 
st u d y dr u g .

= ( T h er a p y st o p d at e) – ( d at e of fir st st u d y dr u g a d mi ni str ati o n), w h e n t h e e n d d at e of t h er a p y 
is k n o w n a n d c o m pl et e, a n d t h e e n d d at e of t h er a p y is b ef or e t h e d at e of first st u d y dr u g .

= ( St u d y  t er mi n atio n d at e) – ( d at e of fir st st u d y dr u g a d mi ni str ati o n) + 1, w h e n t h e t h er a p y is 
still o n g o i n g w h e n t h e s u bj e ct l e a v es t h e st u d y; i n s u c h c as es t h e st o p d a y will b e pr e s e nt e d a s 
“ > X X d a ys ” i n t h e list i n g.

= Missi n g w h e n t he e n d d at e of  th er a p y is u n k n o w n, missi n g or i n c om p l et e a n d t he t her a p y 
is n’t o n g oi n g aft er t h e s u bj e ct l eft t h e stu d y.

8. 7. 2. C o di n g of T h e r a pi es

All t her a pi es ar e c o d e d usi n g W H O -D R U G. I n th e t a bl e(s), t he g e n eri c t er m will b e u s e d. 
M ul tipl e r e c or ds of t he s a m e g e n eri c t er m for t he s a m e s u bj e ct wi t h th e s a m e c at e g ori z ati o n 
will b e c o u nt e d o nl y  o n c e. T h e t a bl e will t h er ef or e pr es e nt s u bj e cts, n ot o c c urr e n c es.

8. 7. 3. A n al ysis

T a bl e 1 4. 1. 3. 1 0: P ri o r t h e r a pi es: F r e q u e n c y t a bl e 

Fr e q u e n c y t a b ul ati on p er tr e at me nt gr o u p ( a n d o v er all) of  th e A T C cl ass es (le v el  2) a n d
g e n eri c t er ms, of “ pri or ” a n d “ pri or + c o n c o mit a nt ” t her a pi e s o nl y .

T h es e ar e all t h e t h er a pi es t h at w er e us e d b ef or e t h e first i nt a k e of st u d y  dr u g .

P o p ul at i on: s af et y .

T a bl e 1 4. 1. 3. 1 1:  C o n c o mit a nt t h e r a pi es: F r e q u e n c y t a bl e 

Fr e q u e n c y t a b ul ati on p er tr e at me nt gr o u p ( a n d o v er all) of  th e A T C cl ass es (le v el  2) a n d
g e n eri c t er ms, s ele cti n g “ c o n c o mit a nt ” a n d “ pri or + c o n c o mit a nt ” t her a pi e s o nl y .

T h es e ar e all t h e t h er a pi es t h at w er e us e d d uri n g t h e st u d y , c o n c o mit a ntl y t o t h e st u d y d r u g.

P o p ul at i on: s af et y .

T a bl e 1 4. 1. 3. 1 2: P ost -t r e at m e nt t h e r a pi es: F r e q u e n c y t a bl e 

Fr e q u e n c y t a b ul ati on p er tr e at me nt gr o u p ( a n d o v er all) of  th e A T C cl ass es (le v el  2) a n d
g e n eri c t er ms, s ele cti n g “ p ost -tr e at me nt ” t her a pi es o nl y.

T h es e ar e all t he t h er a pie s t hat w er e us e d d uri n g t he st u d y, b ut st art e d aft er t he l ast d os e of 
st u d y dr u g .

P o p ul at i on: s af et y .
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Listi n g 1 6. 2. 4. 8: P ri o r a n d c o n c o mit a nt t h e r a pi es

List i n g p er tr e at me nt gr o u p a n d p er s u bj e ct of  all d a t a o n pri or a n d c o n c o mit a nt t her a pi e s. 
Fl a gs f or pri or/ c o n c o mit a nt / p o st-tr e at me nt will b e a d d e d. I n c as e t he t her a p y  wa s d u e t o a n 
A E, t h e A E pr ef err e d t er m will b e m e nt i on e d i n t his list i n g.

P o p ul at i on: s af et y .

8. 8. E X P O S U R E T O S T U D Y D R U G A N D C O M P L I A N C E

8. 8. 1. D e ri v a ti o ns

D eri v e d p ar a m et ers:

 T ot al  tr e at m e nt d ur ati o n ( d a ys) = (la st st u d y dr u g i nta k e d at e – first st u d y dr u g i nta k e
d at e) + 1 d a y .

 T ot al  tr e at m e nt d ur atio n, e x cl u di n g d a y s off dr u g ( d a ys): s u m of all d ur atio n s (l a st – first 
+ 1) i n t h e dr u g l o g p a g es w h er e t h er e is a m o r ni n g d os e > 0 c a ps ul es .

 P er c e nt a g e d a y s wit h a n i nt a k e = 1 0 0 % x �
� � � �� � � � � � � � � � � � � � �� � � ,� � �� � �� � � � � � � ��� � � � �

� � � �� � � � � �� � �
�

 T ot al  c o mpli a nt tr e at m e nt d ur ati o n ( d a y s): s u m  of all d ur atio n s (l a st – first + 1) i n t h e dr u g 
l og p a g es w h er e t h er e is a m or ni n g d o s e wi t h e x a ctl y 3 c a ps ul es.

 P er c e nt a g e c o m pli a n c e = 1 0 0 % x �
� � � �� � � � ��� � � � � � � � � � � � � � � � � �� � �

� � � �� � � � � �� � �
�

T h e “t ot al  d ur atio n ” us e d as d e n o mi n at or i n t h e a b o v e f or m ul a e e q u als: ( d at e of W e e k 1 2 visit 
or e arl y t er mi n at i on visit) – ( d at e of first st u d y dr u g i nt a k e) + 1.

8. 8. 2. A n al ysis

T a bl e 1 4. 1. 4. 1: Us e of st u d y d r u g : D es c ri pti v e st atisti cs

D es cri pt i v e st atist i cs p er tr e at me nt gr o u p ( a n d o v er all) of  th e t ot al tr e at me nt d ur ati o n ( d a ys) 
a n d t h e o v er all c o m p li a n c e ( %).

Fr e q u e n c y t a b ul ati on p er tr e at me nt gr o u p ( a n d o v er all) of t he t w o tr e at me nt d ur ati o n 
p ar a m et ers, c at e g ori z e d i n w e e ks.

Fr e q u e n c y t a b ul ati on p er tr e at m e nt gr o u p ( a n d o v er all) of  th e d a ys wi t h int a k e a n d 
c o m pli a n c e, c at e g ori z e d as:

 < 8 0 %,

 [ 8 0 %, 1 0 0 %[,

 1 0 0 %,

 ] 1 0 0 %, 1 2 0 %],

 > 1 2 0 %.

P o p ul at i on: s af et y .

Listi n g 1 6. 2. 5. 1: E x p os u r e t o st u d y d r u g : e C R F d at a

List i n g p er tr e at m e nt gr o u p a n d p er s u bj e ct of all e C R F d at a r el at e d t o t h e us e of dr u g .
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P o p ul at i on: s af et y .

Listi n g 1 6. 2. 5. 2: E x p os u r e t o st u d y d r u g: D e ri v e d d at a

List i n g p er tr e at m e nt gr o u p a n d p er s u bj e ct of all d eri v e d d a t a r elat e d t o t h e us e of st u d y dr u g.

P o p ul at i on: s af et y .

Listi n g 1 6. 2. 5. 3: Dis p e ns e d kit n u m b e rs

List i n g p er tr e at m e nt gr o u p a n d p er s u bj e ct of  all di s p e ns e d pl a c e b o/ G L P G 1 6 9 0 ki t nu m b er s, 
fl a g gi n g a n y mist a k es i n dis p e nsi n g.

P o p ul at i on: s af et y .

8. 9. C O M M E N T S

Listi n g 1 6 . 2. 5. 4: C o m m e nts

List i n g p er tr e at me nt gr o u p a n d p er s u bj e ct of r e mar k s a n d c o m m e nts wri tt e n i n t he C R F.
C o m m e nts t hat ar e alr e a d y pr e s e nt e d i n ot h er p art s of  th e a n al ysis ( e. g., l ab, E C G, 
e x p os ur e …) d o n ot n e e d t o b e r e p e at e d i n t his c o m m e nts list i n g.

P o p ul at i on: s af et y .

9. D E FI NI TI O N S O F E X P L O R A T O R Y E F FI C A C Y T A B L E S, 
LI S TI N G S A N D F I G U R E S

9. 1. P U L M O N A R Y F U N C T I O N B Y S P I R O M E T R Y

9. 1. 1. P a r a m et e r s

P ul m o n ar y  fu n ct i on will b e ass ess e d t hr o u g h s pir o metr y  bot h  perf or m e d at t he st u d y ce nt er
a n d at h o m e . All s pir o m etr y  e v alu ati o n s s h o ul d b e p erf or m e d pr e -br o n c h o dil at or * . T h e v al u es 
will b e us e d as a v ail a bl e vi a t h e d at a tr a nsf er fr o m .

* pr e -br o n c h o dil at or is d efi n e d as:

 s h ort -a cti n g m or e t h a n ( >) 6 h o urs pri or t o t h e s pi r o metr y  ass ess m e nt

 l on g -a ct i n g br o n c h o dil at or at  le ast (≥) 1 2 h o urs or 2 4 h o urs pri or t o t he s pir o m etr y 
ass ess m e nt

( a s pir o metr y  ass ess m e nt wi t h no us e of  br o n c h o dil at or is e q ui v al e nt t o a pr e -br o n c h o dil at or 
ass ess m e nt)

N ot e t hat s pir o m et r y d at a t a k e n p o st -br o n c h o dil at or will b e e x cl u d e d fr om t he a n al ysis ( n ot 
a p pli c a bl e f or h o m e s pir o m et r y).

N ot e t h at d at a wit h a q u alit y gr a d e of D, E or F will b e e x cl u d e d t o o.

Q u alit y  C rit e ri a



St atisti c al A n al ysis Pl a n G L P G 1 6 9 0- C L - 2 0 2 P a g e 3 9/ 7 6

V ersi o n 1. 0 0 , Fi n al , 1 6- J u n -2 0 1 7 C o nfi d e nti al I nf or m ati o n

A At l e ast 3 a c c e pt a bl e eff orts A N D t h e diff er e n c e b et w e e n t h e b est t w o F E V 1 a n d F V C 
v al u es is e q u al t o or l ess t h a n 1 0 0 ml ( 8 0 ml if F V C < 1. 0 L)

B At l e ast 3 a c c e pt a bl e eff orts A N D t h e diff er e n c e b et w e e n t h e b est t w o F E V 1 a n d F V C 
v al u es is e q u al t o or l ess t h a n 1 5 0 ml ( 1 0 0 ml if F V C < 1. 0 L)

C At l e ast 2 a c c e pt a b l e eff orts A N D t h e diff er e n c e b et w e e n t h e b est t w o F E V 1 a n d F V C 
v al u es is e q u al t o or l ess t h a n 2 0 0 ml ( 1 5 0 ml if F V C < 1. 0 L)

D At l e ast 2 a c c e pt a bl e eff orts b ut t h e  r es ults ar e n ot R e pr o d u ci bl e

E At l e ast 1 a c c e pt a bl e eff ort

F N o a c c e pt a bl e t est a v ail a bl e

T h e f o ll owi n g p ar a m et er s will  be m e as ur e d as p art of t h e s pir o m etr y  ass ess m e nt:

 F or c e d E x pir at or y  V olu m e i n 1 s e c o n d ( F E V 1) ( L) a n d p er c e nt pr e di ct e d F E V 1 *

 F or c e d Vit al C a p a cit y ( F V C) ( L) a n d p er c e nt pr e di ct e d F V C*

 F E V 1/ F V C r ati o

 F or c e d e x pir at o r y fl ow b et w e e n 2 5 a n d 7 5 % of e x h al e d v o l um e ( F E F 2 5 -7 5 ) *

* p ar a m et ers n ot a v ail a bl e f or h o m e s pir o m et r y.

S pi r o metr y  p ar a m et ers a n d d eri v e d *:

 A ct u al  val u es

 C h a n g e fr o m b as eli n e ( D a y -1):

c h a n g e at ti m e p o i nt t = (ti m e p oi nt t v al u e) – ( b as eli n e v al u e)

 P er c e nt c h a n g e fr o m b as eli n e ( D a y  -1):

% c h a n g e at ti m e p o i nt t = 1 0 0 x (ti m e p oi nt t v alu e – b as eli n e v al u e) / ( b as eli n e v al u e)

* d ail y v al u es a n d w e e kl y a v er a g es f or h o me s pi r o m etr y.

W e e kl y a v er a g es f or h o m e s pir o metr y  ar e d efi n e d as t he m e a n of  th e m e as u r e m e nts t a k e n 
d uri n g 7 d a y  we e kl y i nter v als (st arti n g fr o m st u d y d a y 1). If t her e ar e l e s s t h a n 5 d a y s of d at a
p er w e e kl y i nter v al , t he m e a n will b e “ missi n g ” . If t her e is m o r e t ha n o n e m e as ur e m e nt p er 
d a y , t he n t he w or st -c as e will b e t a k e n (t h e l ow est v al u e). F or t he c al c ul at i on of  ch a n g e fr o m 
b as eli n e, t he b as eli n e m e as ur e m e nt is t he c orr es p o n di n g b as eli n e at st u d y ce nt er 
m e as ur e m e nt. W e e kl y a v er a g es f or L O C F s h o uld b e c o m p ut e d af t er a p pl yi n g L O C F f or d a y s 
wi t h missi n g m e as ur e m e nts.

9. 1. 2. T a bl es

T a bl e 1 4. 2. 1. 1. 1: S pi r o m et r y: D es c ri pti v e st atisti cs p e r ti m e p oi nt

D es cri pt i v e st atisti cs p er p ar a m et er, p er tr e at me nt gr o u p a n d p er tim e p oi nt of  th e a ct u al 
v al u es, t he c h a n g es fr om b as eli n e a n d t he p er c e nt c h a n g es fr om b as eli n e. I ncl u di n g a 9 5 % 
c o nfi d e n c e i nt er v al o f t he m e a n c h a n g es a n d m e a n p er c e nt c h a n g es.

P o p ul at i on: I T T, L O C F + O C.

T a bl e 1 4. 2. 1. 1. 2: % F V C: D es c ri pti v e st atisti cs p e r ti m e p oi nt b y s u b -g r o u ps
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D es cri pt i v e st atist i cs p er tr e at me nt gr o u p a n d p er ti m e p oi nt of  t he a ct u al v al u e s, t he c h a n g es 
fr om b as eli n e a n d t h e p er c e nt c h a n g es fr o m b as eli n e b ut s plit u p b y:

 b as eli n e % F V C: < 5 0 % / [ 5 0, 7 0[ % / [ 7 0, 9 0[ % / ≥ 9 0 %

 s cr e e ni n g D L C O , % pr e di ct e d of nor m al : < 3 0 % / [ 3 0, 4 0[ % / [ 4 0, 5 0[ % / [ 5 0, 6 0[ % / ≥ 
6 0 %

 a g e: [ 4 0, 5 0[ ye ar s / [ 5 0, 6 0[ y e ars / [ 6 0, 7 0[ ye ar s / ≥ 7 0 y e ars

 g e n d er: m al e / f e m al e

 c o u ntr y : U kr ai n e / U K

P o p ul at i on: I T T, L O C F + O C.

T a bl e 1 4. 2. 1 . 1. 3: %F V C : St atisti c al e v al u ati o n p e r ti m e p oi nt

B et w e e n -gr o u p c o m p aris o n of  pl a c e b o a n d G L P G 1 6 9 0 : A N C O V A m o d el o n t he c h a n g e s
fr om b as eli n e wi t h dis e as e s e v erit y (b as eli n e % F V C, s cr e e ni n g % D L C O), a g e, g e n d er, 
tr e at me nt a n d c o u ntr y as c o v ari at e s * . T h e t a bl e will pr es e nt t yp e III p- v al u es, L S -m e a ns p er 
gr o u p, L S -m e a n diff er e n c e b et w e e n t h e t w o gr o u ps a n d a 9 5 % c o nfi d e n c e i nter v al of t hi s L S -
m e a n diff er e n c e.

* if t h e m o d el d o es n ot c o n v er g e n c e, c o u ntr y will b e dr o p p e d.

Wit hi n -gr o u p c o m p ari s o n s of e a c h visit v ers us b as eli n e: p air e d t -t e st.

T h e “r a w ” S A S P R O C o ut p ut m ust b e pr o vi d e d i n a st atist i cal  a p p e n di x listi n g.

P o p ul at i on: I T T, L O C F + O C .

T a bl e 1 4. 2. 1. 1. 4 : %F V C : F r e q u e n c y t a b ul ati o n of t h e c at e g o ri z e d a ct u al v al u es p e r 
ti m e p oi nt

Fr e q u e n c y t a b ul ati o n o f t he c at e g ori z e d % F V C p er tr e at me nt gr o u p a n d p er ti m e p oi nt.

P o p ul at i on: I T T, L O C F + O C.

T a bl e 1 4. 2. 1. 1. 5 : %F V C : F r e q u e n c y t a b ul ati o n of t h e c at e g o ri z e d c h a n g es f r o m 
b as eli n e p e r ti m e p oi nt

Fr e q u e n c y t a b ul ati on of t he c at e g ori z e d c h a n g e fro m  bas eli n e i n % F V C p er tr e at me nt gr o u p 
a n d p er ti m e p oi nt.

P o p ul at i on: I T T, L O C F + O C.

T a bl e 1 4. 2. 1. 1. 6 : H o m e s pi r o m et r y - W e e kl y a v e r a g es : D es c ri pti v e st atisti cs p e r ti m e 
p oi nt

D es cri pt i v e st atisti cs p er p ar a m et er, p er tr e at me nt gr o u p a n d p er tim e p oi nt of  th e a ct u al 
v al u es, t he c h a n g es fr om b as eli n e a n d t he p er c e nt c h a n g es fr om b as eli n e. I ncl u di n g a 9 5 % 
c o nfi d e n c e i nt er v al o f t he m e a n c h a n g es a n d m e a n p er c e nt c h a n g es.

P o p ul at i on: I T T, L O C F + O C.
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9. 1. 3. F i g u r es

Fi g u r e 1 4. 2. 1. 1. 1: S pi r o m et r y: S u bj e ct p r ofil e pl ots o v e r ti m e

S u bj e ct pr ofil e pl ot s of a ct u al v al u es o v er ti m e, wi t h e a c h tr e at me nt gr o u p o n a n e w p a g e b ut 
wi t h all s u bj e cts of  on e gr o u p o n t he s a me pl ot. A n y u ns c h e d ul e d r e s ult s will als o b e p art of 
t his plot.

P o p ul at i on: I T T, L O C F + O C .

Fi g u r e 1 4. 2. 1. 1 . 2: S pi r o m et r y: M e a n ( +/ - S E) pl ots of t h e a ct u al v al u es o v e r ti m e

M e a n ( wit h SE) pl ots of  th e a ct u al v al u es o v er ti m e, wi t h all tr e at me nt gr o u ps o n t he s a m e 
pl ot usi n g diff er e nt pl ot s y m b o ls. U ns c h e d ul e d r es ults wi ll n ot b e p art of t his pl ot.

P o p ul at i on: I T T, L O C F + O C .

Fi g u r e 1 4. 2. 1. 1 . 3: S pi r o m et r y: M e a n ( +/ - S E) pl ots of t h e c h a n g es f r o m b as eli n e o v e r 
ti m e

M e a n ( wi t h S E) plot s of  t h e c h a n g e s fr o m ba s eli n e o v er ti m e, wi t h all tr e at me nt gr o u p s o n t h e 
s a m e plot u si n g diff er e nt pl ot s y m b ol s. U n s c h e d ul e d r e s ul t s will n ot b e p art of  t hi s plot. Wi t h 
a h ori z o nt al  ref er e n c e li n e at z er o, i n di c ati n g n o c h a n g e. Pl ot s will st art wit h a z er o m e a n at  
b a s eli n e.

P o p ul at i on: I T T, L O C F + O C .

Fi g u r e 1 4. 2. 1. 1 . 4: S pi r o m et r y: M e a n ( +/ - S E) pl ots of t h e p e r c e nt c h a n g es f r o m b as eli n e 
o v e r ti m e

M e a n ( wit h SE) pl ot s of  th e p er c e nt c h a n g es fro m  bas eli n e o v er ti m e, wi t h all tr e at me nt 
gr o u p s o n t he s a m e pl ot u si n g diff er e nt pl ot s y m b ol s. U ns c h e d ul e d r e s ult s will n ot b e p art of 
t his plot. Wi t h a hori z o nt al r ef er e n c e li n e at z er o, i n di c ati n g n o c h a n g e. Pl ot s will st art wi t h a 
z er o m e a n at b as eli n e.

P o p ul at i on: I T T, L O C F + O C .

Fi g u r e 1 4. 2. 1. 1. 5: H o m e s pi r o m et r y - D ail y v al u es : S u bj e ct p r ofil e pl ots o v e r ti m e

Fi g u r e 1 4. 2. 1. 1. 6: H o m e s pi r o m et r y - D ail y v al u es : M e a n ( +/- S E) pl ots of t h e a ct u al
v al u es o v e r ti m e

Fi g u r e 1 4. 2. 1. 1. 7: H o m e s pi r o m et r y - W e e kl y a v e r a g es: S u bj e ct p r ofil e pl ots o v e r ti m e

Fi g u r e 1 4. 2. 1. 1. 8: H o m e s pi r o m et r y - W e e kl y a v e r a g es: M e a n ( +/ - S E) pl ots of t h e 
a ct u al v al u es o v e r ti m e

Fi g u r e 1 4. 2. 1. 1. 9 : H o m e s pi r o m et r y - W e e kl y a v e r a g es: M e a n ( +/ - S E) pl ots of t h e 
c h a n g e s f r o m b as eli n e o v e r ti m e

Fi g u r e 1 4. 2. 1. 1. 1 0: H o m e s pi r o m et r y - W e e kl y a v e r a g es: M e a n ( +/ - S E) pl ots of t h e 
p e r c e nt c h a n g es f r o m b as eli n e o v e r ti m e
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F or Fi g ur es 5 a n d 6 , P o p ulat i on: I T T, O C.

F or Fi g ur es 7 t o 1 0, P o p ul at i on: I T T, L O C F + O C.

9. 1. 4. L isti n gs

Listi n g 1 6. 2. 6. 1: S pi r o m et r y: F ull listi n g

List i n g p er tr e at me nt gr o u p, p er s u bj e ct a n d p er ti m e p oi nt of  all d at a r elat e d t o s pir o m etr y:
us e of  br o n c h o dil at or, a ct u al v al u es, c h a n g es fr om b as eli n e a n d p er c e nt c h a n g es fr om 
b as eli n e.

P o p ul at i on: I T T.

Listi n g 1 6. 2. 6. 2: H o m e spi r o m et r y - D ail y v al u es : F ull listi n g

List i n g p er tr e at me nt gr o u p, p er s u bj e ct a n d p er d a y of all d at a r el at e d t o h o m e s pir o metr y : 
us e o f br o n c h o dil at or, a ct u al d ail y v al u es .

P o p ul at i on: I T T.

Listi n g 1 6. 2. 6. 3: H o m e s pi r o m et r y - W e e kl y a v e r a g es: F ull listi n g

List i n g p er tr e at me nt gr o u p, p er s u bj e ct a n d p er w e e k of  we e kl y a v er a g es: a ct u al  val u e s, 
c h a n g es fr o m b as eli n e a n d p er c e nt c h a n g es fr o m  b as eli n e.

P o p ul at i on: I T T.

9. 2. B I O M A R K E R S

9. 2. 1. P a r a m et e r s

T h e f o ll owi n g e x pl or at or y  bio m ar k ers will b e e v al u at e d i n bl o o d s a m pl e s :

 K L -6/ M u c 1

 s urf a ct a nt pr ot ei n A a n d D

 C C L 1 8

 A T X

 M M P 1, M M P 7

 m ar k ers of  ext r a c ell ul ar m at rix ( E C M) t ur n o v er ( n e o e pit o p e ass a y s) : B G M, C 1 M, C 3 M, 
C 6 M, C R P M, E L -N E a n d VI C M

T h e f o ll owi n g a d di tio n al bi o m ar k er s m a y b e a n al y z e d i n bl o o d s a m pl e s if d e e m e d a p pr o pri at e 
af t er r e s ult s of t h e a b o v e e x pl or at or y mar k ers h a v e b e c o m e a v ail a bl e:

 o x y d at i v e str ess: I C A M-1 a n d V C A M - 1 

 n e utr o p hil r e cr uit m e nt , a cti v ati on: I L 8, S 1 0 0 A 1 2

 ot h er bi o m ar k ers mi g ht b e a n al y z e d if d e e m e d a p pr o pri at e (e. g. , s eriq u e pr ot ei n, s eri q u e 
mi R N A)
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A T X will b e d et er mi n e d i n t he s u p er n at a nt of  t he B A L F . Br o n c h o al v e olar l av a g e ( B A L) c ell 
c o u nt (t ot al a n d diff er e nti al c ell c o u nt f or al v e o l ar m a cr o p h a g e, l y m p h o c yt e, n e utr o p hil a n d 
e osi n o p hil ) will b e p erf or m e d.

T h e v al u es will b e us e d as a v ail a bl e vi a t h e d at a tr a nsf er fr o m .

Bi o m ar k ers p ar a m et ers a n d d eri v e d:

 A ct u al  val u es

 C h a n g e fr o m b as eli n e ( D a y -1):

c h a n g e at ti m e p o i nt t = (ti m e p oi nt t v al u e) – ( b as eli n e v al u e)

 P er c e nt c h a n g e fr o m b as eli n e ( D a y  -1):

% c h a n g e at ti m e p o i nt t = 1 0 0 x (ti m e p oi nt t v alu e – b as eli n e v al u e) / ( b as eli n e v al u e)

9. 2. 2. T a bl es

T a bl e 1 4. 2. 1. 2. 1: Bi o m a r k e r s: D es c ri pti v e st atisti cs p e r ti m e p oi nt

D es cri pt i v e st atisti cs p er t yp e of  s a m pl e ( blo o d or B A L F), p er bi o m ar k er , p er tr e at me nt gr o u p 
a n d p er tim e p oi nt of  th e a ct u al  val u es, t he c h a n g e s fr om b as eli n e a n d t he p er c e nt c h a n g es 
fr om b as eli n e. I ncl u di n g a 9 5 % c o nfi d e n c e i nter v al of  th e m e a n c h a n g es a n d m e a n p er c e nt 
c h a n g es.

P o p ul at i on: I T T, L O C F + O C.

T a bl e 1 4. 2. 1. 2. 2: Bi o m a r k e rs : D es c ri pti v e st atisti cs p e r ti m e p oi nt b y s u b -g r o u ps

D es cri pt i v e st atisti cs p er t y p e of  s a m pl e ( blo o d or B A L F), p er bi o m ar k er, p er tr e at me nt gr o u p 
a n d p er tim e p oi nt of  th e a ct u al  val u es, t he c h a n g e s fr om b as eli n e a n d t he p er c e nt c h a n g es 
fr om b as eli n e b ut s plit u p b y:

 b as eli n e % F V C: < 5 0 % / [ 5 0, 7 0[ % / [ 7 0, 9 0[ % / ≥ 9 0 %

 s cr e e ni n g D L C O, % pr e di ct e d of n or m al: < 3 0 % / [ 3 0, 4 0[ % / [ 4 0, 5 0[ % / [ 5 0, 6 0[ % / ≥ 
6 0 %

 a g e: [ 4 0, 5 0[ ye ar s / [ 5 0, 6 0[ y e ars / [ 6 0, 7 0[ y e ar s / ≥ 7 0 y e ars

 g e n d er: m al e / f e m al e

 c o u ntr y : U kr ai n e / U K

P o p ul at i on: I T T, L O C F.

T a bl e 1 4. 2. 1 . 2. 3: Bi o m a r k e rs : St atisti c al e v al u atio n p e r ti m e p oi nt

B et w e e n -gr o u p c o m p aris o n of  pl a c e b o a n d G L P G 1 6 9 0 : A N C O V A m o d el o n t he c h a n g e s
fr om b as eli n e wi t h dis e as e s e v erit y (b as eli n e % F V C, s cr e e ni n g % D L C O), a g e, g e n d er, 
tr e at me nt , c o u ntr y a n d b as eli n e v al u e as c o v ari at e s * . T h e t a bl e will pr es e nt t yp e III p- v al u es, 
L S -m e a ns p er gr o u p, L S -m e a n diff er e n c e b et w e e n t he t w o gr o u ps a n d a 9 5 % c o nfi d e n c e 
i nter v al  of t his L S-m e a n diff er e n c e.

* if t h e m o d el d o es n ot c o n v er g e n c e, c o u ntr y will b e dr o p p e d.

Wit hi n -gr o u p c o m p ari s o n s of e a c h visit v ers us b as eli n e: p ai r e d t-t e st.
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T h e “r a w ” S A S P R O C o ut p ut m ust b e pr o vi d e d i n a st atist i cal  a p p e n di x listi n g.

P o p ul at i on: I T T, L O C F.

9. 2. 3. Fi g u r es

Fi g u r e 1 4. 2. 1. 2. 1: Bi o m a r k e rs (i n bl o o d): S u bj e ct p r ofil e pl ots o v e r ti m e

S u bj e ct pr ofil e pl ot s o v er t i m e of  t he a ct u al  val u e s , wit h ea c h bi o m ar k er a n d tr e at me nt gr o u p 
o n a n e w p a g e b ut wi t h all s u bj e cts of  on e gr o u p o n t he s a m e pl ot. A n y u ns c h e d ul e d r e s ult s 
will als o b e p art of t his pl ot.

P o p ul at i on: I T T, L O C F.

Fi g u r e 1 4. 2. 1. 2 . 2: Bi o m a r k e rs (i n bl o o d): M e a n ( +/- S E) pl ots of t h e a ct u al v al u es o v e r 
ti m e

M e a n ( wit h SE) pl ot s of  t he a ct u al  val u es o v er ti m e p er bi o m ar k er , wi t h all tr e at me nt gr o u ps 
o n t he s a m e pl ot usi n g diff er e nt pl ot s y m b o ls. U ns c h e d ul e d r e s ult s will n ot b e p art of  th is 
pl ot.

P o p ul at i on: I T T, L O C F.

Fi g u r e 1 4. 2. 1. 2 .3: Bi o m a r k e rs (i n bl o o d): M e a n ( +/- S E) pl ots of t h e c h a n g es f r o m 
b as eli n e o v e r ti m e

M e a n ( wit h SE) pl ot s of  th e c h a n g es fr om b as eli n e o v er ti m e p er bi o m ar k er , wi t h all 
tr e at me nt gr o u ps o n t he s a me pl ot usi n g diff er e nt pl ot s y m b o ls. U ns c h e d ul e d r e s ult s will  not 
b e p art of  this pl ot. Wit h a h ori z o nt al  ref er e n c e li n e at z er o, i n di c ati n g n o c h a n g e. Pl ot s will 
st art wit h a z er o me a n at b as eli n e.

P o p ul at i on: I T T, L O C F.

Fi g u r e 1 4. 2. 1. 2 . 4: Bi o m a r k e rs (i n bl o o d): M e a n ( +/- S E) pl ots of t h e p e r c e nt c h a n g es 
f r o m b as eli n e o v e r ti m e

M e a n ( wit h SE) pl ot s of  t he p er c e nt c h a n g es fr om b as eli n e o v er tim e p er bi o m ar k er , wit h all 
tr e at me nt gr o u ps o n t he s a me pl ot usi n g diff er e nt  pl ot s y m b o ls. U ns c h e d ul e d r e s ult s will  not 
b e p art of  this pl ot. Wit h a h ori z o nt al  ref er e n c e li n e at z er o, i n di c ati n g n o c h a n g e. Pl ot s will 
st art wit h a z er o me a n at b as eli n e.

P o p ul at i on: I T T, L O C F.

Fi g u r e 1 4. 2. 1. 2. 5: Bi o m a r k e rs (i n B A L F): Dist ri b uti o n

M e a n ( wit h SE) p er bi o m ar k er a n d tr e at me nt gr o u p at  bas eli n e a n d W e e k 1 2, wit h all 
i n di vi d u al r es ults i n cl u d e d as a s c att er pl ot.

P o p ul at i on: I T T, L O C F.

Fi g u r e 1 4. 2. 1. 2 . 6: Bi o m a r k e rs : B o x pl ots o v e r ti m e
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B o x pl ot s p er tr e at me nt gr o u p at  bas eli n e, w e e ks 4, 1 2 a n d f oll ow- u p f or bi o m ar k ers i n bl o o d 
a n d at b as eli n e a n d w e e k 1 2 f or bi o m ar k ers i n B A L F .

P o p ul at i on: I T T, L O C F.

9. 2. 4. Listi n gs

Listi n g 1 6. 2. 6. 4: Bi o m a r k e rs i n bl o o d: F ull listi n g

List in g p er tr e at me nt gr o u p a n d p er ti m e p oi nt of  all d at a r elat e d t o bi o m ar k ers i n bl o o d : 
a ct u al v al u es, c h a n g es fr o m b as eli n e a n d p er c e nt c h a n g es fr o m b as eli n e.

P o p ul at i on: I T T.

Listi n g 1 6. 2. 6. 5: Bi o m a r k e rs i n B A L F : F ull listi n g

List i n g p er tr e at me nt gr o u p a n d p er ti m e p oi nt of all d at a r elat e d t o bi o m ar k ers i n B A L F : 
a ct u al v al u es, c h a n g es fr o m b as eli n e, p er c e nt c h a n g es fr o m b as eli n e a n d als o d et ails a b o ut t h e 
l a v a g e.

P o p ul at i on: I T T.

9. 3. Q U A L I T Y O F L I F E: S G R Q

9. 3. 1. P a r a m et e r s

T h e S G R Q is a 5 0- ite m  qu est i on n air e s plit i nt o 3 d o m ai ns: s y m pt o ms ( ass essi n g t he 
fr e q u e n c y a n d s e v erit y of  re s pir at or y  sy m pt o m s), a cti vit y ( ass essi n g t he eff e cts of 
br e at hl ess n ess o n m o bilit y a n d p h ysi c al a ct i vity) , a n d i m p a cts ( ass essi n g t he ps y c h os o ci al 
i m p a ct of  th e dis e as e). S c or es ar e w ei g ht e d s u c h t hat e v er y d o m ai n s c or e a n d t he t ot al sc or e 
r a n g e fr om 0 t o 1 0 0, wit h hi g h er s c or es i n di c at i n g a p o or er h e alt h-r elat e d q u ali t y of lif e.

N ot e t hat b ef or e c o m p l eti n g t he q u est i on n air e t he p ati e nt will h a v e t o a ns w er a q u e st i on o n 
his/ h er pr es e nt h e alt h. T his i nf o will b e t a b ul at e d.

T h e q u est i ons/it e ms a n d t h eir w ei g ht s (fr o m 0 t o 1 0 0) ar e:

P a rt 1

Q # I # Q u esti o n A ns w e r W ei g ht

1 1 O v er t h e p ast 4 w e e ks, I h a v e c o u g h e d: M ost d a ys a w e e k 8 0. 6

S e v er al d a ys a w e e k 6 3. 2

A f e w d a y s a m o nt h 2 9. 3

O nl y wit h c h est i nf e cti o ns 2 8. 1

N ot at all 0. 0

2 2 O v er t h e p ast 4 w e e ks, I h a v e br o u g ht u p p hl e g m 
(s p ut u m):

M ost d a ys a w e e k 7 6. 8

S e v er al d a ys a w e e k 6 0. 0

A f e w d a y s a m o nt h 3 4. 0

O nl y wit h c h est i nf e cti o ns 3 0. 2
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N ot at all 0. 0

3 3 O v er t h e p ast 4 w e e ks, I h a v e h a d s h ort n ess of 
br e at h:

M ost d a ys a w e e k 8 7. 2

S e v er al d a ys a w e e k 7 1. 4

A f e w d a y s a m o nt h 4 3. 7

O nl y wit h c h est i nf e cti o ns 3 5. 7

N ot at all 0. 0

4 4 O v er t h e p ast 4 w e e ks, I h a v e h a d att a c ks of 
w h e e zi n g:

M ost d a ys a w e e k 8 6. 2

S e v er al d a ys a w e e k 7 1. 0

A f e w d a y s a m o nt h 4 5. 6

O nl y wit h c h est i nf e cti o ns 3 6. 4

N ot at all 0. 0

5 5 D uri n g t h e l ast y e ar, h o w m a n y s e v er e or v er y b a d 
u n pl e as a nt att a c ks of c h est tr o u bl e h a v e y o u h a d ?

M or e t h a n 3 att a c ks 8 6. 7

3 att a c ks 7 3. 5

2 att a c ks 6 0. 3

1 att a c k 4 4. 2

N o att a c ks 0. 0

6 6 H o w l o n g di d t h e w orst att a c k of c h est tr o u bl e l ast ? A w e e k or m or e 8 9. 7

3 d a y s or m or e 7 3. 5

1 or 2 d a ys 5 8. 8

L ess t h a n a d a y 4 1. 9

7 7 O v er t h e p ast 4 w e e ks, i n a n a v er a g e w e e k, h o w 
m a n y  g o o d d a ys ( wit h littl e c h est tr o u bl e) h a v e y o u 
h a d ?

N o g o o d d a ys 9 3. 3

1 or 2 g o o d d a ys 7 6. 6

3 or 4 g o o d d a ys 6 1. 5

N e arl y  e v er y d a y w as g o o d 1 5. 4

E v er y d a y w as g o o d 0. 0

8 8 If y o u h a v e a w h e e z e, is it w ors e i n t h e m or ni n g ? N o 0. 0

Y es 6 2. 0

P a rt 2

Q # I # Q u esti o n A ns w e r W ei g ht

9 9 H o w w o ul d y o u d es cri b e y o ur c h est c o n diti o n ?  T h e m ost i m p ort a nt pr o bl e m I h a v e 8 3. 2

C a us es m e q uit e a l ot of pr o bl e ms 8 2. 5

C a us es m e a f e w pr o bl e ms 3 4. 6

C a us es m e n o pr o bl e m 0. 0

1 0 1 0 If y ou h a v e e v er h a d p ai d e m pl o y m e nt. M y  c h est tr o u bl e m a d e m e st o p 
w or k alt o g et h er

8 8. 9

M y  c h est tr o u bl e i nt erf er es wit h m y 
w or k or m a d e m e c h a n g e m y w or k

7 7. 6

M y  c h est tr o u bl e d o es n ot aff e ct m y 
w or k

0. 0
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1 1 1 1 Sitti n g o r l yi n g still. F als e 0. 0

Tr u e 9 0. 6

1 2 G etti n g w as h e d or dr ess e d . F als e 0. 0

Tr u e 8 2. 8

1 3 W al ki n g ar o u n d at h o m e . F als e 0. 0

Tr u e 8 0. 2

1 4 W al ki n g o utsi d e o n t h e l e v el . F als e 0. 0

Tr u e 8 1. 4

1 5 Cli m bi n g u p a fli g ht of st airs . F als e 0. 0

Tr u e 7 6. 1

1 6 Cli m bi n g hills. F als e 0. 0

Tr u e 7 5. 1

1 7 Pl a y i n g s p ort s or g a m es. F als e 0. 0

Tr u e 7 2. 1

1 2 1 8 M y  c o u g h h urts. F als e 0. 0

Tr u e 8 1. 1

1 9 M y  c o u g h m a k es m e tir e d. F als e 0. 0

Tr u e 7 9. 1

2 0 I g et b r e at hl ess w h e n I t al k. F als e 0. 0

Tr u e 8 4. 5

2 1 I g et br e at hl ess w h e n I b e n d o v er. F als e 0. 0

Tr u e 7 6. 8

2 2 M y  c o u g h or br e at hi n g dist ur bs m y sl e e p. F als e 0. 0

Tr u e 8 7. 9

2 3 I g et e x h a ust e d e asil y. F als e 0. 0

Tr u e 8 4. 0

1 3 2 4 M y  c o u g h or  br e at hi n g is e m b arr assi n g i n p u bli c. F als e 0. 0

Tr u e 7 4. 1

2 5 M y  c h est tr o u bl e is a n uis a n c e t o m y f a mil y, fri e n ds 
or  n ei g h b o urs.

F als e 0. 0

Tr u e 7 9. 1

2 6 I g et afr ai d or p a ni c w h e n I c a n n ot g et m y br e at h. F als e 0. 0

Tr u e 8 7. 7

2 7 I f e el t h at I a m n ot i n c o ntr ol of m y c h est pr o bl e m. F als e 0. 0

Tr u e 9 0. 1

2 8 I d o n ot e x p e ct m y c h est t o g et a n y b ett er. F als e 0. 0

Tr u e 8 2. 3

2 9 I h a v e b e c o m e fr ail or a n i n v ali d b e c a us e of m y 
c h est .

F als e 0. 0

Tr u e 8 9. 9
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3 0 E x er cis e is n ot s af e f or m e . F als e 0. 0

Tr u e 7 5. 7

3 1 E v er yt hi n g s e e ms t o o m u c h of a n eff ort . F als e 0. 0

Tr u e 8 4. 5

1 4 3 2 M y  m e di c ati on d o es n ot h el p m e v er y m u c h . F als e 0. 0

Tr u e 8 8. 2

3 3 I g et e m b arr ass e d usi n g m y m e di c ati o n i n p u bli c. F als e 0. 0

Tr u e 5 3. 9

3 4 I h a v e u n pl e as a nt si d e eff e cts fr o m m y m e di c ati o n . F als e 0. 0

Tr u e 8 1. 1

3 5 M y  m e di c ati on i nt erf er es wit h m y lif e a l ot . F als e 0. 0

Tr u e 7 0. 3

1 5 3 6 I t a k e a l on g ti m e t o g et w as h e d or dr ess e d . F als e 0. 0

Tr u e 7 4. 2

3 7 I c a n n ot t a k e a b at h or s h o w er, or I t a k e a l o n g ti m e . F als e 0. 0

Tr u e 8 1. 0

3 8 I w al k sl o wer t h a n ot h er p e o pl e, or I st o p f or r ests. F als e 0. 0

Tr u e 7 1. 7

3 9 J o bs s u c h as h o us e w or k t a k e a l o n g ti m e, or I h a v e 
t o st o p f or r ests.

F als e 0. 0

Tr u e 7 0. 6

4 0 If I w al k u p o n e fli g ht of st airs, I h a v e t o g o sl o wl y 
or  st o p.

F als e 0. 0

Tr u e 7 1. 6

4 1 If I h urr y or w al k f ast, I h a v e t o st o p or sl o w d o w n. F als e 0. 0

Tr u e 7 2. 3

4 2 M y  br e at hi n g m a k es it diffi c ult t o d o t hi n gs s u c h as 
cli m bi n g u p hills, c arr y i n g t hi n gs u pst airs , li g ht 
g ar d e ni n g s u c h as w e e di n g, d a n c i n g, pl a yi n g b o wls 
or  g olf.

F als e 0. 0

Tr u e 7 4. 5

4 3 M y  br e at hi n g m a k es it diffi c ult t o d o t hi n gs s u c h as 
c arr y i n g h e a v y  l o a ds, di ggi n g t h e g ar d e n or 
s h o v el li n g s n o w, j o g gi n g or  w al ki n g at 5 mil es p er 
h o ur, pl a y i n g t e n nis or s wi mmi n g.

F als e 0. 0

Tr u e 7 1. 4

4 4 M y  br e at hi n g m a k es it diffi c ult t o d o t hi n gs s u c h as 
v er y h e a v y  m a n u al w or k, r u nni n g , c ycl i n g, 
s wi m mi n g f ast or pl a yi n g c o m p etiti v e s p orts .

F als e 0. 0

Tr u e 6 3. 5

1 6 4 5 I c a n n ot pl a y s p orts or g a m es . F als e 0. 0

Tr u e 6 4. 8

4 6 I c a n n ot g o o ut f or e nt ert ai n m e nt or r e cr e ati o n. F als e 0. 0

Tr u e 7 9. 8

4 7 I c a n n ot g o o ut of t h e h o us e t o d o t h e gr o c eri es. F als e 0. 0

Tr u e 8 1. 0
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4 8 I c a n n ot d o h o us e w or k. F als e 0. 0

Tr u e 7 9. 1

4 9 I c a n n ot m o v e f ar fr o m m y b e d or c h air . F als e 0. 0

Tr u e 9 4. 0

1 7 5 0 Ti c k t h e st at e m e nt w hi c h y o u t hi n k b est d es cri b es 
h o w y o ur c h est aff e cts y o u :

It d o es n ot st o p m e d oi n g a n yt hi n g I 
w o ul d li k e t o d o

0. 0

It st o ps m e d oi n g o n e or t w o t hi n gs 
I w o ul d li k e t o d o

4 2. 0

It st o ps m e d oi n g m ost of t h e t hi n gs 
I w o ul d li k e t o d o

8 4. 2

It st o ps m e d oi n g e v er yt hi n g I 
w o ul d li k e t o d o

9 6. 7

D o m ai n s c or es a n d t ot al  s c or e:

 S y m pt o m s sc or e : q u esti o ns 1 - 8.

 A ct i vity sc or e : q u esti o ns 1 1 a n d 1 5. 

 I mp a cts sc or e : q u esti o ns 9 -1 0, 1 2 -1 4 a n d 1 6- 1 7.

 T ot al  sc or e : all q u est i ons .

E a c h d o m ai n s c or e is c al c ul at e d s e p ar at el y i n t hr e e st e ps:

 T h e w ei g hts f or all it e ms wit h p o si tiv e r es p o ns es ar e s u m m e d.

 T h e w ei g hts f or miss e d ite m s ar e d e d u ct e d fr om t he m a xi m u m p ossi bl e w ei g ht f or e a c h 
c o m p o n e nt. T h e w ei g ht s f or all miss e d ite ms ar e d e d u ct e d fr o m t he m a xi m u m p o s si bl e 
w ei g ht f or t h e t ot al  s c or e.

 T h e s c or e is c al c ul at e d b y di vi di n g t he s u m m e d w ei g ht s b y t he a dj u st e d m a xi m u m 
p ossi bl e w ei g ht f or t h at c o m p o n e nt a n d e x pr essi n g t h e r e s ul t as a p er c e nt a g e:

S c or e = 1 0 0 x
� � � � � � � �� � � � � � � � � � � �� �� � � � � � � � � � � � � � � � � � � � � � �

� � � �� � � �� � � � � �� � � � � � � � ��� � � � � �� � �� � � �� � � � � � � � � � � � � � � � � � �

T h e t ot al  s c ore is c al c ul at e d i n si mil ar w a y :

S c or e = 1 0 0 x
� � � � � � � �� � � � � � � � � � � �� �� � � � � � � � � � � � � � � � � �� � � � �� � �

� � � �� � � �� � � � � �� � � � � � � � ��� � � � � �� � �� � � �� � � � � � � � � � � � � �� � � � �� � �

S u m  of ma xi m u m p ossi bl e w ei g ht s for e a c h s c or e:

 S y m pt o m s: 6 6 2. 5

 A ct i vity: 1 2 0 9. 1

 I mp a cts: 2 1 1 7. 8

 T ot al : 3 9 8 9. 4

N ot e t hat t he q u est i on n air e r e q u ests a si n gle r es p o ns e t o q u esti o ns 1- 7, 9- 1 0 a n d 1 7. If 
m ult i pl e r es p o ns es ar e gi v e n t o o n e of  th es e q u esti o ns t he n t he w ei g ht s f or t he p o si ti v e 
r es p o ns es f or t h at q u e stio n will b e a v er a g e d .

I n c as e of missi n g ite ms , t h e f oll owi n g r ul e s will b e a p pli e d:

 T h e s y m pt o ms s c or e will o nl y b e c al c ul at e d w h e n n o m or e t h a n 2 ite m s ar e miss i n g.

 T h e a cti vit y s c or e will o nl y b e c al c ul at e d w h e n n o m or e t h a n 4 i t e m s ar e miss i n g.
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 T h e i m p a cts s c or e will o nl y b e c al c ul at e d w h e n n o m or e t h a n 6 i t e ms ar e miss i n g.

 T h e t ot al s c or e will o nl y be c al c ul at e d w h e n t he 3 d o m ai n s c or es c o ul d b e c al c ul at e d.

N ot e t hat n o i m p ut ati o n of  in di vi d u al missi n g ite m s will b e d o n e, o nl y t he missi n g 
d o m ai n/t ot al  s c or es will b e i m p ut e d.

S G R Q p ar a m et ers a n d d eri v e d:

 A ct u al  val u es

 C h a n g e fr o m b as el i n e ( D a y -1):

c h a n g e at ti m e p o i nt t = (ti m e p oi nt t v al u e) – ( b as eli n e v al u e)

 P er c e nt c h a n g e fr o m b as eli n e ( D a y  -1):

% c h a n g e at ti m e p o i nt t = 1 0 0 x (ti m e p oi nt t v alu e – b as eli n e v al u e) / ( b as eli n e v al u e)

9. 3. 2. T a bl es

T a bl e 1 4. 2. 1. 3. 1: S G R Q : P r es e nt h e alt h p e r ti m e p oi nt

Fr e q u e n c y t a b ul atio n p er tr e at m e nt gr o u p.

P o p ul at i on: I T T, L O C F + O C .

T a bl e 1 4. 2. 1. 3. 2: S G R Q: S hift t a bl e of t h e p r es e nt h e alt h p e r ti m e p oi nt

S hift t a bl e p er tr e at m e nt gr o u p a n d ti m e p oi nt. T h e t a bl e will pr e s e nt t h e s hift i n pr e s e nt h e at h 
at e a c h p ost -b as eli n e t i m e p oi nt v ers us t he b as eli n e.

P o p ul at i on: I T T, L O C F + O C.

T a bl e 1 4. 2. 1. 3. 3: S G R Q : D es c ri pti v e st atisti cs p e r ti m e p oi nt

D es cri pt i v e st atist i cs p er s c or e , p er tr e at me nt gr o u p a n d p er ti m e p oi nt of  th e a ct u al v al u e s, 
t he c h a n g es fr o m b as eli n e a n d t h e p er c e nt c h a n g es fr o m b as eli n e. I n cl u di n g a 9 5 % c o nfi d e n c e 
i nter v al  of t h e me a n c h a n g es a n d m e a n p er c e nt c h a n g es.

P o p u l ati on: I T T, L O C F + O C.

T a bl e 1 4. 2. 1. 3. 4: S G R Q : D es c ri pti v e st atisti cs p e r ti m e p oi nt b y s u b-g r o u ps

D es cri pt i v e st atist i cs p er s c or e , p er tr e at me nt gr o u p a n d p er ti m e p oi nt of  th e a ct u al v al u e s, 
t he c h a n g es fr o m b as eli n e a n d t h e p er c e nt c h a n g es fr o m b as eli n e b ut s plit u p b y:

 b as eli n e % F V C: < 5 0 % / [ 5 0, 7 0[ % / [ 7 0, 9 0[ % / ≥ 9 0 %

 s cr e e ni n g D L C O, % pr e di ct e d of n or m al: < 3 0 % / [ 3 0, 4 0[ % / [ 4 0, 5 0[ % / [ 5 0, 6 0[ % / ≥ 
6 0 %

 a g e: [ 4 0, 5 0[ ye ar s / [ 5 0, 6 0[ y e ars / [ 6 0, 7 0[ y e ar s / ≥ 7 0 y e ars

 g e n d er: m al e / f e m al e

 c o u ntr y : U kr ai n e / U K

P o p ul at i on: I T T, L O C F.
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T a bl e 1 4. 2. 1. 3. 5: S G R Q : St atisti c al e v al u ati o n p e r ti m e p oi nt

B et w e e n -gr o u p c o m p aris o n of  pl a c e b o a n d G L P G 1 6 9 0: A N C O V A m o d el o n t he c h a n g e s 
fr om b as eli n e wi t h dis e as e s e v erit y (b as eli n e % F V C, s cr e e ni n g % D L C O), a g e, g e n d er, 
tr e at me nt, c o u ntr y  an d b as eli n e v al u e as c o v ari at es * . T h e t a bl e will pr es e nt t yp e III p- v al u es,
L S -m e a ns p er gr o u p, L S -m e a n diff er e n c e b et w e e n t he t w o gr o u ps a n d a 9 5 % c o nfi d e n c e 
i nter v al  of t his L S-m e a n diff er e n c e.

* if t h e m o d el d o es n ot c o n v er g e n c e, c o u ntr y will b e dr o p p e d.

Wit hi n -gr o u p c o m p aris o ns of e a c h visit v ers us b as eli n e: p air e d t -t e st.

T h e “r a w ” S A S P R O C o ut p ut m ust b e pr o vi d e d i n a st atist i cal  a p p e n di x listi n g.

P o p ul at i on: I T T, L O C F.

9. 3. 3. Fi g u r es

Fi g u r e 1 4. 2. 1. 3. 1: S G R Q : S u bj e ct p r ofil e pl ots o v e r ti m e

S u bj e ct pr ofil e pl ot s o v er ti m e of  t he a ct u al v al u es , wit h ea c h tr e at me nt gr o u p o n a n e w p a g e 
b ut wi t h all s u bj e ct s of o n e gr o u p o n t h e s a m e plot. A n y u n s c h e d ul e d r e s ul t s will al s o b e p art 
of  t his plot.

P o p ul at i on: I T T, L O C F.

Fi g u r e 1 4. 2. 1. 3 . 2: S G R Q : M e a n ( +/- S E) pl ots of t h e a ct u al v al u es o v e r ti m e

M e a n ( wit h SE) pl ots of  th e a ct u al v al u es o v er ti m e, wi t h all tr e at me nt gr o u ps o n t he s a m e 
pl ot usi n g diff er e nt pl ot s y m b o ls. U ns c h e d ul e d r es ults will n ot b e p art of t his pl ot.

P o p ul at i on: I T T, L O C F.

Fi g u r e 1 4. 2. 1. 3 . 3: S GR Q : M e a n ( +/- S E) pl ots of t h e c h a n g es f r o m b as eli n e o v e r ti m e

M e a n ( wi t h S E) plot s of  t h e c h a n g e s fr o m ba s eli n e o v er ti m e, wi t h all tr e at me nt gr o u ps o n t h e 
s a m e plot u si n g diff er e nt pl ot s y m b ol s. U n s c h e d ul e d r e s ul t s will n ot b e p art of  t hi s plot. Wi t h 
a h ori z o nt al  ref er e n c e li n e at z er o, i n di c ati n g n o c h a n g e. Pl ot s will st art wit h a z er o m e a n at  
b a s eli n e.

P o p ul at i on: I T T, L O C F.

Fi g u r e 1 4. 2. 1. 3 . 4: S G R Q: M e a n ( +/- S E) pl ots of t h e p e r c e nt c h a n g es f r o m b as eli n e o v e r 
ti m e

M e a n ( wit h SE ) pl ot s of  th e p er c e nt c h a n g es fro m  bas eli n e o v er ti m e, wi t h all tr e at me nt 
gr o u p s o n t he s a m e pl ot u si n g diff er e nt pl ot s y m b ol s. U ns c h e d ul e d r e s ult s will n ot b e p art of 
t his plot. Wi t h a hori z o nt al r ef er e n c e li n e at z er o, i n di c ati n g n o c h a n g e. Pl ot s will s t art wit h a 
z er o m e a n at b as eli n e.

P o p ul at i on: I T T, L O C F.
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9. 3. 4. Listi n gs

Listi n g 1 6. 2. 6. 6: S G R Q : O ri gi n al it e ms

List i n g p er tr e at m e nt gr o u p, p er s u bj e ct a n d p er ti m e p oi nt of t h e r a w i n di vi d u al 5 0 ite ms.

P o p ul at i on: I T T.

Listi n g 1 6. 2. 6. 7: S G R Q : S c o r e s

List i n g p er tr e at m e nt gr o u p, p er s u bj e ct a n d p er ti m e p oi nt of t h e t ot al s c or e a n d t he 3 d o m ai n 
s c or es (r a w, c h a n g e, % c h a n g e).

P o p ul at i on: I T T.

9. 4. F U N C T I O N A L R E S P I R A T O R Y I M A G I N G

9. 4. 1. P a r a m et e r s

Hi g h -R e s ol uti o n C o m p ut e d T o m o gr a p h y (H R C T ) s c a ns will b e us e d t o g e n er at e F u n cti o n a l 
R es pir at or y I ma gi n g (F RI ) m e as ur e m e nts. I n c a s e t he s u bj e ct is on br o n c h o dil at ors, h e/s h e 
c a n us e t he br o n c h o dil at or aft er t he s pir o metr y  but pr i or t o H R C T f or F RI p ar a m et er s. T h e 
v al u es will b e u s e d as a v ail a bl e vi a t he d at a tr a nsf er fr om ( a n d will  be a n al y z e d
[ T L Fs] b y 

T h e f o ll owi n g F RI p ar a m et ers will b e e v al u at e d :

 ( Pr e di ct e d) l ob ar v o l um es at F u n cti o n al R e si d u al  Ca p a cit y (F R C ) a n d T ot al  Lu n g 
C a p a cit y (T L C )

 T ri m m e d a n d u ntri m m e d (s p e cifi c) ai r w a y v olu m es at F R C a n d T L C

 ( Sp e cifi c) ai r w a y r esist a n c e at F R C a n d T L C

 L o w att e n u ati o n or e m p h ys e m a s c or e at T L C

 B l oo d v ess el d e nsit y or fi br o si s s c or e at T L C

 ( Sp e cifi c) ai r w a y w all t hi c k n ess at T L C

 A ir tr a p pi n g at F R C

 M a s s of d e p o sit e d p articl es p er d efi n e d air w a y  s e ctio n

I n diff er e nt z o n es:

 Ri g ht u p p er l o b e ( R U L)

 Ri g ht mi d dl e l o b e ( R M L)

 Ri g ht l o w er l o b e ( R L L)

 L eft u p p er l o b e ( L U L)

 L eft l o w er l o b e ( L L L)

 U p p er l o b es ( U L = c o m bi n at i on of R U L, R M L a n d L U L)

 L o w er l o b es ( L L = c o m bi n at i on of R L L a n d L L L)

 C e ntr al  r e gio n (for ai r w a y r el at e d p ar a met ers)

 Di st al r e gio n (f or air w a y r el at e d p ar a m et ers)

 P eri p h er al  r e gio n  (for p arti cl e r el at e d p ar a m et ers)
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 T ot al  r e gio n

F or t h e d e p osit e d p arti cl es, t h e 7 first z o n es i nst e a d of b ei n g s plitt e d i n a di st al a n d p erip h er al 
r e gio n ar e c o nsi d er e d c o m bi n e d.

F RI p ar a m et ers a n d d eri v e d:

 A ct u al  val u es

 C h a n g e fr o m b as eli n e ( D a y -1):

c h a n g e at ti m e p o i nt t = (ti m e p oi nt t v al u e) – ( b as eli n e v al u e)

 P er c e nt c h a n g e fr o m b as eli n e ( D a y  -1):

% c h a n g e at ti m e p oi nt t = 1 0 0 x (ti m e p o i nt t v alu e – b as eli n e v al u e) / ( b as eli n e v al u e)

9. 4. 2. T a bl es

T a bl e 1 4. 2. 1. 4. 1: F RI : D es c ri pti v e st atisti cs p e r ti m e p oi nt

D es cri pt i v e st atist i cs p er p ar a m et er, p er z o n e, p er tr e at me nt gr o u p a n d p er ti m e p oi nt of  th e 
a ct u al v al u es, t he c h a n g es fr om b as eli n e a n d t he p er c e nt c h a n g es fr om b as eli n e. I n cl u di n g a 
9 5 % c o nfi d e n c e i nt er v al o f t he m e a n c h a n g es a n d m e a n p er c e nt c h a n g es.

P o p ul at i on: I T T, L O C F + O C.

T a bl e 1 4. 2. 1. 4. 2: F RI : D es c ri pti v e st atisti cs p e r ti m e p oi nt b y s u b -g r o u ps

D es cri pt i v e st atist i cs p er p ar a m et er, p er z o n e (lo w er a n d u p p er l ob es o nl y) , p er tr e at me nt
gr o u p a n d p er ti m e p oi nt of  th e a ct u al  val u es, t h e c h a n g es fr om b as eli n e a n d t he p er c e nt 
c h a n g es fr o m b as eli n e b ut s plit u p b y:

 b as eli n e % F V C: < 5 0 % / [ 5 0, 7 0[ % / [ 7 0, 9 0[ % / ≥ 9 0 %

 s cr e e ni n g D L C O, % pr e di ct e d of n or m al: < 3 0 % / [ 3 0, 4 0[ % / [ 4 0, 5 0[ % / [ 5 0, 6 0[ % / ≥ 
6 0 %

 a g e: [ 4 0, 5 0[ ye ar s / [ 5 0, 6 0[ y e ars / [ 6 0, 7 0[ y e ar s / ≥ 7 0 y e ars

 g e n d er: m al e / f e m al e

 c o u ntr y : U kr ai n e / U K

P o p ul at i on: I T T, L O C F.

T a bl e 1 4. 2. 1 . 4. 3: FRI : St atisti c al e v al u ati o n p e r ti m e p oi nt

B et w e e n -gr o u p c o m p aris o n of  pl a c e b o a n d G L P G 1 6 9 0 : A N C O V A m o d el o n t he c h a n g e s 
fr om b as eli n e wi t h dis e as e s e v erit y (b as eli n e % F V C, s cr e e ni n g % D L C O ), a g e, g e n d er, 
tr e at me nt , c o u ntr y a n d b as eli n e v al u e as c o v ari at e s * . T h e t a bl e will pr es e nt t yp e III p- v al u es, 
L S -m e a ns p er gr o u p, L S -m e a n diff er e n c e b et w e e n t he t w o gr o u ps a n d a 9 5 % c o nfi d e n c e 
i nter v al  of t his L S-m e a n diff er e n c e.

* if t h e m o d el d o es n ot c o n v er g e n c e, c o u ntr y will b e dr o p p e d.

Wit hi n -gr o u p c o m p ari s o n s of e a c h visit v ers us b as eli n e: p air e d t -t e st.

T h e “r a w ” R o ut p ut m ust b e pr o vi d e d i n a st atisti c al a p p e n di x list i n g.
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P o p ul at i on: I T T, L O C F.

N ot e: t o b e d o n e f or t h e l o w er a n d u p p er l o b es o nl y ( a n d s e p ar at el y).

9. 4. 3. Fi g u r es

Fi g u r e 1 4. 2. 1. 4. 1: F RI : M e a n pl ots

M e a n (wi t h S E) b ar c h art p er tr e at me nt gr o u p at  bas eli n e a n d W e e k 1 2 . F or e a c h p ar a m et er
a n d z o n e .

P o p ul at i on: I T T p o p ul at i on, L O C F .

9. 4. 4. Listi n gs

Listi n g 1 6. 2. 6. 8: F RI : F ull listi n g

List i n g p er tr e at me nt gr o u p, p er s u bj e ct a n d p er ti m e p oi nt of  all d at a r elat e d t o F RI : us e of 
br o n c h o dil at or, z o n e, a ct u al v al u es, c h a n g es fr o m b as eli n e a n d p er c e nt c h a n g es fr o m b as eli n e.

P o p ul at i on: I T T.

1 0. D E FI NI TI O N S O F P H A R M A C O KI N E TI C S A N A L Y SI S 
T A B L E S, LI S TI N G S A N D F I G U R E S

1 0. 1. P A R A M E T E R S

C o m p o u n d:

 G L P G 1 6 9 0

Ti m e p o i nts:

 P K pr e -d os e s a mpl es ar e c oll e ct e d at e a c h visit – i.e. W e e ks 1, 2, 4, 8 a n d 1 2

 At  W e e k 4, P K s a m pl es ar e c oll e ct e d at pr e-d os e a n d 1. 5 h, 4 h, 6 h p ost -d os e

D eri v e d P K p ar a m et ers:

 C m a x
* , C τ , A U C 0- τ

* , tm a x
*

* w e e k 4 o nl y

P a r a m et e r n a m e D efi niti o n U nits

C m a x M a xi m u m o bs er v e d pl as m a c o n c e ntr ati o n µ g/ m L

C τ T r ou g h pl as m a c o n c e ntr ati o n (j ust b ef or e t h e n e xt d osi n g i. e. 
pr e -d os e s a m pl e)

µ g/ m L

A U C 0- τ Ar e a u n d er t h e pl as m a c o n c e ntr ati o n -ti m e c ur v e fr o m ti m e 0 
t o ti m e τ o v er a d osi n g i nt er v al, w h er e τ is t h e l e n gt h of t h e 
d osi n g i nt er v al

µ g h/ m L

tm a x Ti m e of m a xi m u m o bs er v e d pl as m a c o n c e ntr ati o n h

N ot e : for A U C 0-τ , τ r e pr es e nts t h e d osi n g i nt er val , w hi c h i n t hi s st u d y is 2 4 h.
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P K p ar a m et ers d eri v at i on r ul e s:

 C o n c e ntr ati o n B L O Q will b e i m p ut e d a c c or di n g t o t h e r ul es m e nt i on e d i n s e ct i on 5. 4. 2 .

 S u bj e cts wit h l ess t h a n 3 c o n c e ntr ati o ns > B L O Q will b e r e vi e w e d t o ass ess w h et h er t h eir 
P K r es ults c a n st ill b e i n cl u d e d i n t h e st atist i c al a n al ysis .

 P K p ar a m et ers will b e c al c ul at e d a c c or di n g t o li n e ar u p/l o g d o w n tr a p e z oid al  met h o d
usi n g t h e t he or eti c al s a m pli n g ti m e .

 T h e or eti c al s a m pli n g tim e will b e us e d f or P K p ar a m et ers c al c ul at i on, e x c e pt if t he 
d e vi at i on of a ct u al s a m pli n g ti m e is > 1 0 %, w h e n t h e a ct u al  s a m pli n g ti m e will b e us e d.

 D a y  1 pr e-d os e v al u es e x c e e di n g 5 % of  th e C m a x will b e fl a g g e d i n t h e listi n g. A n al ysis 
will b e r e p e at e d, e x cl u di n g s u c h s u bj e ct s .

E x cl u d e d d at a will b e fl a g g e d i n t h e T L Fs.

H a n dli n g of ot h er p ot e nti al a n o m a li es i n t he pl a s m a P K pr ofil es will b e dis c uss e d wi t h 
G al a p a g os b ef or e P K p ar a m et er d eri v at i on.

N ot e t hat will d eri v e t he P K  par a m et ers, d efi n e t he P K  po p ul at i on a n d pr o d u c e t he 
T L Fs.

1 0. 2. T A B L E S

T a bl e 1 4. 2. 2. 1:  G L P G 1 6 9 0 pl as m a c o n c e nt r ati o ns ( n g/ m L): I n di vi d u al d at a a n d 
d es c ri pti v e st atisti cs p e r d a y a n d ti m e p oi nt

S u bj e ct d at a wit h d es cri pti v e st atist i cs p er d a y a n d pl a n n e d ti m e p oi nt of  th e pl a s m a 
c o n c e ntr ati o ns.

P o p ul at i on: P K.

T a bl e 1 4. 2. 2. 2:  G L P G 1 6 9 0 P K p a r a m et e rs: I n di vi d u al d at a a n d d es c ri pti v e st atisti cs 
– W e e k 4

S u bj e ct d at a wit h d e s cri pt i v e st atisti cs at w e e k 4 of  th e d eri v e d P K  par a m et er s ( Cm a x , C τ , 

A U C 0- τ , tm a x ).

P o p ul at i on: P K.

1 0. 3. F I G U R E S

Fi g u r e 1 4. 2. 2. 1:  G L P G 1 6 9 0 p r e- d os e pl as m a c o n c e nt r ati o ns ( n g/ m L): S u bj e ct p r ofil e 
pl ots (li n e a r-li n e a r s c al e)

S u bj e ct pr ofil e pl ots of  t h e G L P G 1 6 9 0 pr e -d os e pl as m a c o n c e ntr ati o ns o v er ti m e .

P o p ul at i on: P K.

Fi g u r e 1 4. 2. 2. 2:  G L P G 1 6 9 0 p r e- d o s e pl as m a c o n c e nt r ati o ns ( n g/ m L): M e a n ( +/- S E)
c o n c e nt r ati o n o v e r ti m e (li n e a r- li n e a r s c al e)

Ar ith m eti c m e a n wit h S E of t h e G L P G 1 6 9 0 pr e -d os e pl as m a c o n c e ntr ati o ns o v er ti m e .
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P o p ul at i on: P K.

Fi g u r e 1 4. 2. 2. 3:  G L P G 1 6 9 0 pl as m a c o n c e nt r ati o ns ( n g/ m L): S u bj e ct p r ofil e pl ots –
W e e k 4 (li n e a r-li n e a r s c al e)

S u bj e ct pr ofil e pl ots of t h e G L P G 1 6 9 0 pl as m a c o n c e ntr ati o ns o v er ti m e. 

P o p ul at i on: P K.

Fi g u r e 1 4. 2. 2. 4:  G L P G 1 6 9 0 pl as m a c o n c e nt r ati o ns ( n g/ m L): S u bj e ct p r ofil e pl ots –
W e e k 4 (l o g-li n e a r s c al e)

S a m e a s pr e vi o u s pl ot, b ut wi t h a lo g 1 0 -s c al e d v erti c al c o n c e ntr ati o n a xis.

P o p ul at i on: P K.

Fi g u r e 1 4. 2. 2. 5:  G L P G 1 6 9 0 pl as m a c o n c e nt r ati o ns ( n g/ m L): M e a n ( +/- S E)
c o n c e nt r ati o n o v e r ti m e – W e e k 4 (li n e a r-li n e a r s c al e)

Ar ith m eti c m e a n wit h S E of t h e G L P G 1 6 9 0 pl as m a c o n c e ntr ati o ns o v er ti m e .

P o p ul at i on: P K.

Fi g u r e 1 4. 2. 2. 6:  G L P G 1 6 9 0 pl as m a c o n c e nt r ati o ns ( n g/ m L): M e a n ( +/- S E)
c o n c e nt r ati o n o v e r ti m e – W e e k 4 (l o g-li n e a r s c al e)

S a m e a s pr e vi o u s pl ot, b ut wi t h a lo g 1 0 -s c al e d v erti c al c o n c e ntr ati o n a xis.

P o p ul at i on: P K.

1 0. 4. L I S T I N G S

Listi n g 1 6. 2. 7. 1: P K d at a h a n dli n g

List i n g p er s u bj e ct a n d pl a n n e d ti m e p oi nt of a n y d at a iss u e a n d h o w t h e iss u e will b e h a n dl e d 
i n t h e a n al ysis.

P o p ul at i on: P K.

Listi n g 1 6. 2. 7. 2 : A ct u al P K bl o o d s a m pli n g ti m es ( h)

List i n g p er d a y a n d s u bj e ct of  th e P K  sa m pli n g ti m es r el ati v e t o t he a ct u al dr u g i nta k e. 
D e vi at i ons fr om t he s c h e d ul e d s a mpli n g ti m es of  mor e t ha n 1 0 % will b e fl a g g e d, a s w ell a s 
pr e -d os e s a m pl es t h at w er e a ct u all y t a k e n p ost -d osi n g.

P o p ul at i on: P K.
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1 1. D E FI NI TI O N S O F P H A R M A C O D Y N A MI C S A N A L Y SI S
T A B L E S , LI S TI N G S A N D FI G U R E S

1 1. 1. P A R A M E T E R S

P ar a m et ers:

 L P A 1 8: 2 s p e ci es p e a k ar e a r atio, i n bl o o d ( ot her L P A s p e ci es mi g ht b e a n al y z e d if 
d e e m e d a p pr o pri at e).

 All d et e ct a bl e L P A s p e ci es p e a k ar e a r ati o , i n B A L F.

T h e p er c e nt r e d u cti o n fr o m b as eli n e is d eri v e d as :

% r e d u cti o n fr o m b as eli n e = 1 0 0 -( 1 0 0 × visit/ b as eli n e)

T h e b as eli n e is t h e a v er a g e of t h e pr e- d osi n g d u pli c at e s ( D a y  -1 pr e -d os e).

F urt h er d eri v e d p ar a m et er s (f or L P A i n bl o o d o nl y):

 E m a x at W e e k 4 = m a xi m u m % r e d u ctio n v al u e o v er all tim e p oi nt s, st arti n g fr om t he 
W e e k 4 pr e -d os e v al u e a n d e n di n g at t h e 6 h v al u e.

 A U E C at W e e k 4 = ar e a u n d er t he % r e d u ctio n c ur v e usi n g t he tr a p e z oid al s u m m at i on 
r ule, st arti n g fr om t he % r e d u cti o n at t he W e e k 4 pr e -d os e v al u e a n d e n di n g at t he 6 h 
v al u e. T h e s u m m at i on will us e t he s c h e d ul e d ti m e p oi nts r at h er t h a n t h e a ct u al t i m es.

1 1. 2. T A B L E S

T a bl e 1 4. 2. 3. 1: L P A s p e ci es p e a k a r e a r ati o : D es c ri pti v e st atisti cs p e r ti m e p oi nt

D es cri pt i v e st ati sti c s of t h e a b s olut e v al u es a n d t h e c h a n g es fr om b as eli n e p er t y p e of s a m pl e 
( blo o d or B A L F), L P A s p e ci es, tr e at me nt gr o u p a n d ti m e p o i nt.

P o p ul at i on: P D , L O C F + O C.

T a bl e 1 4. 2. 3. 2: L P A s p e ci es p e a k a r e a r ati o : St atisti c al e v al u ati o n p e r ti m e p oi nt

B et w e e n -gr o u p c o m p aris o n of  pl a c e b o a n d G L P G 1 6 9 0: A N C O V A m o d el o n t he c h a n g e s 
fr om b as eli n e wi t h dis e as e s e v erit y (b as eli n e % F V C, s cr e e ni n g % D L C O), a g e, g e n d er, 
tr e at me nt, c o u ntr y  an d b as eli n e v al u e as c o v ari at es * . T h e t a bl e will pr es e nt t yp e III p- v al u es, 
L S -m e a ns p er gr o u p, L S -m e a n diff er e n c e b et w e e n t he t w o gr o u ps a n d a 9 5 % c o nfi d e n c e 
i nter v al  of t his L S-m e a n diff er e n c e.

* if t h e m o d el d o es n ot c o n v er g e n c e, c o u ntr y will b e dr o p p e d.

Wit hi n -gr o u p c o m p aris o ns of e a c h visit v ers us b as eli n e: p air e d t -t e st.

T h e “r a w ” S A S P R O C o ut p ut m ust b e pr o vi d e d i n a st ati st i cal  a p p e n di x listi n g.

P o p ul at i on: P D , L O C F .

T a bl e 1 4. 2. 3. 3: L P A s p e ci es % r e d u cti o n f r o m b as eli n e: D es c ri pti v e st atisti cs p e r 
ti m e p oi nt
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D es cri pt i v e st atist i cs of  th e % r e d u cti on v al u es p er t yp e of  sa m pl e ( blo o d or B A L F), L P A 
s p e ci es, tr e at me nt gr o u p a n d ti m e p oi nt.

P o p ul at i on: P D , L O C F + O C .

T a bl e 1 4. 2. 3 . 4: L P A s p e ci es % r e d u cti o n f r o m b as eli n e: D es c ri pti v e st atisti cs p e r 
ti m e p oi nt b y s u b -g r o u ps

D es cri pt i v e st atist i cs of  th e % r e d u cti on v al u es p er t yp e of  sa m pl e ( blo o d or B A L F), L P A 
s p e ci es, tr e at me nt gr o u p a n d ti m e p oi nt b ut s plit u p b y:

 b as eli n e % F V C: < 5 0 % / [ 5 0, 7 0[ % / [ 7 0, 9 0[ % / ≥ 9 0 %

 s cr e e ni n g D L C O, % pr e di ct e d of n or m al: < 3 0 % / [ 3 0, 4 0[ % / [ 4 0, 5 0[ % / [ 5 0, 6 0[ % / ≥ 
6 0 %

 a g e: [ 4 0, 5 0[ ye ar s / [ 5 0, 6 0[ y e ars / [ 6 0, 7 0[ y e ar s / ≥ 7 0 y e ars

 g e n d er: m al e / f e m al e

 c o u ntr y : U kr ai n e / U K

P o p ul at i on: P D , L O C F.

T a bl e 1 4. 2. 3. 5: L P A s p e ci es % r e d u cti o n f r o m b as eli n e: F r e q u e n c y t a b ul ati o n p e r 
ti m e p oi nt

Fr e q u e n c y t a bl e p er t yp e of s a m pl e ( bl o o d or B A L F), L P A s p e ci e s, tr e at me nt gr o u p a n d ti m e 
p oi nt, s h o wi n g t he % r e d u ctio n i n t he f oll owi n g c at e g ori es: < 5 0 %, [ 5 0, 6 0[ %, [ 6 0, 7 0[ %, 
[ 7 0, 8 0[ %, [ 8 0, 9 0[ %, [ 9 0, 1 0 0] %. 

P o p ul at i on: P D , L O C F + O C .

T a bl e 1 4. 2. 3. 6: L P A s p e ci es % r e d u cti o n f r o m b as eli n e: St atisti c al e v al u ati o n p e r 
ti m e p oi nt

B et w e e n -gr o u p c o m p aris o n of pl a c e b o a n d G L P G 1 6 9 0 : A N C O V A m o d el wi t h di s e a s e 
s e v erit y ( bas eli n e % F V C, s cr e e ni n g % D L C O), a g e, g e n d er, tr e at me nt , c o u ntr y a n d b as eli n e 
v al u e a s c o v ari at e s * . T h e t a bl e will pr e s e nt t yp e III p- v al u es, L S -m e a ns p er gr o u p, L S -m e a n 
diff er e n c e b et w e e n t h e t w o gr o u ps a n d a 9 5 % c o nfi d e n c e i nt er v al o f t his L S-m e a n diff er e n c e.

* if t h e m o d el d o es n ot c o n v er g e n c e, c o u ntr y will b e dr o p p e d.

T h e “r a w ” S A S P R O C o ut p ut m ust b e pr o vi d e d i n a st atist i cal  a p p e n di x listi n g.

P o p ul at i on: P D , L O C F.

T a bl e 1 4. 2. 3. 7: L P A s p e ci es m a xi m u m % r e d u cti o n f r o m b as eli n e E m a x : D es c ri pti v e 
st atisti cs

D es cri pt i v e st atisti cs of  th e E m a x v al u e s p er tr e at m e nt gr o u p at W e e k 4 (for bl o o d s a m pl es
o nl y s o f or L P A 1 8: 2 s p e ci es o nl y).

P o p ul at i on: P D , L O C F + O C .
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T a bl e 1 4. 2. 3. 8: L P A s p e ci es m a xi m u m % r e d u cti o n f r o m b as eli n e E m a x : F r e q u e n c y 
t a b ul ati o n

Fr e q u e n c y t a bl e p er tr e at me nt gr o u p at W e e k 4 (f or bl o o d s a mpl es o nl y s o f or L P A 1 8: 2 
s p e ci es o nl y ), s h o wi n g t he E m a x i n t he f oll owi n g c at e g ori e s: < 5 0 %, [ 5 0, 6 0[ %, [ 6 0, 7 0[ %, 
[ 7 0, 8 0[ %, [ 8 0, 9 0[ %, [ 9 0, 1 0 0]%.

P o p ul at i on: P D , L O C F + O C.

T a bl e 1 4. 2. 3. 9: L P A s p e ci es m a xi m u m % r e d u cti o n f r o m b as eli n e E m a x : St atisti c al 
e v al u ati o n

B et w e e n -gr o u p c o m p aris o n of pl a c e b o a n d G L P G 1 6 9 0 : A N C O V A m o d el wi t h di s e a s e 
s e v erit y ( bas eli n e % F V C, s cr e e ni n g % D L C O), a g e, g e n d er, tr e at me nt , c o u ntr y a n d b as eli n e 
v al u e a s c o v ari at es * . T h e t a bl e will pr e s e nt t yp e III p- v al u es, L S -m e a ns p er gr o u p, L S -m e a n 
diff er e n c e b et w e e n t h e t w o gr o u ps a n d a 9 5 % c o nfi d e n c e i nt er v al o f t his L S-m e a n diff er e n c e.

* if t h e m o d el d o es n ot c o n v er g e n c e, c o u ntr y will b e dr o p p e d.

T h e “r a w ” S A S P R O C o ut p ut m ust b e pr o vi d e d i n a st atist i cal  a p p e n di x listi n g.

P o p ul at i on: P D , L O C F .

T a bl e 1 4. 2. 3. 1 0: L P A s p e ci es a r e a u n d e r t h e % r e d u cti o n c u r v e A U E C: D es c ri pti v e 
st atisti cs

D es cri pt i v e st atist i cs of  th e A U E C v al u es p er tr e at me nt gr o u p at W e e k 4 (f or bl o o d s a mpl e s
o nl y s o f or L P A 1 8: 2 s p e ci es o nl y).

P o p ul at i on: P D , L O C F + O C .

T a bl e 1 4. 2. 3. 1 1: L P A s p e ci es a r e a u n d e r t h e % r e d u cti o n c u r v e A U E C: St atisti c al 
e v al u ati o n

B et w e e n -gr o u p c o m p aris o n of pl a c e b o a n d G L P G 1 6 9 0 : A N C O V A m o d el wi t h di s e a s e 
s e v erit y ( bas eli n e % F V C, s cr e e ni n g % D L C O), a g e, g e n d er, tr e at me nt , c o u ntr y a n d b as eli n e 
v al u e a s c o v ari at e s * . T h e t a bl e will pr e s e nt t yp e III p- v al u es, L S -m e a ns p er gr o u p, L S -m e a n 
diff er e n c e b et w e e n t h e t w o gr o u ps a n d a 9 5 % c o nfi d e n c e i nt er v al o f t his L S-m e a n diff er e n c e.

* if t h e m o d el d o es n ot c o n v er g e n c e, c o u ntr y will b e dr o p p e d.

T h e “r a w ” S A S P R O C o ut p ut m ust b e pr o vi d e d i n a st atist i cal  a p p e n di x listi n g.

P o p ul at i on: P D , L O C F.

1 1. 3. F I G U R E S

Fi g u r e 1 4. 2. 3. 1: L P A 1 8: 2 s p e ci es p e a k a r e a r ati o (i n bl o o d): S u bj e ct p r ofil e pl ots o v e r 
ti m e
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S u bj e ct pr ofil e pl ot s o v er ti m e of  th e a ct u al  val u e s , wi t h a ne w pl ot p er tr e at me nt gr o u p a n d 
all s u bj e cts wi t hi n a tre at m e nt gr o u p o n t he s a m e pl ot. A n y u ns c h e d ul e d r es ults will als o b e 
p art of t his pl ot.

P o p ul at i on: P D, L O C F .

Fi g u r e 1 4. 2. 3. 2: L P A 1 8: 2 s p e ci es p e a k a r e a r ati o (i n bl o o d): M e a n ( +/- S E) pl ot o v e r 
ti m e

M e a n ( wit h SE) pl ot o v er ti m e wi t h all tr e at me nt gr o u p s o n o n e pl ot usi n g diff er e nt pl ot 
s y m b o ls. U ns c h e d ul e d r es ults will n ot b e p art of t his pl ot.

P o p ul at i on: P D , L O C F.

Fi g u r e 1 4. 2. 3. 3: L P A 1 8: 2 s p e ci es % r e d u cti o n f r o m b as eli n e (i n bl o o d): S u bj e ct 
p r ofil e pl ots o v e r ti m e

S u bj e ct pr ofil e pl ot s o v er ti me, wi t h a ne w pl ot p er tr e at me nt gr o u p a n d all s u bj e cts wi t hi n a 
tre at m e nt gr o u p o n t h e s a m e pl ot. A n y u ns c h e d ul e d r es ults will als o b e p art of t his pl ot.

P o p ul at i on: P D , L O C F.

Fi g u r e 1 4. 2. 3. 4: L P A 1 8: 2 s p e ci es % r e d u cti o n f r o m b as eli n e (i n bl o o d): M e a n ( +/-
S E) pl ot o v e r ti m e

M e a n ( wit h SE) pl ot o v er ti m e wi t h all tr e at me nt gr o u p s o n o n e pl ot usi n g diff er e nt pl ot 
s y m b o ls. U ns c h e d ul e d r es ults will n ot b e p art of t his pl ot.

P o p ul at i on: P D , L O C F.

Fi g u r e 1 4. 2. 3. 5: L P A s p e ci es p e a k a r e a r ati o (i n B A L F): M e a n pl ots

M e a n ( wi t h S E) b ar c h art p er L P A s p e ci es a n d tr e at me nt gr o u p at b as eli n e a n d W e e k 1 2.

P o p ul at i on: P D , L O C F.

1 1. 4. L I S T I N G S

Listi n g 1 6. 2. 8. 1: P D: F ull listi n g

List i n g p er t yp e of s a m pl e ( blo o d or B A L F), L P A s p e ci es, tr e at me nt gr o u p, s u bj e ct, a n d 
pl a n n e d tim e p oi nt of  th e a ct u al  sa m pli n g ti m es r elat i v e t o dr u g a d mi nistr ati o n. T h e a ct u all y 
m e as ur e d L P A s p e ci e s p e a k ar e a r ati o s , t he m e a n of  t he pr e -d osi n g d u pli c at e s v al u e s ( D ay -1 
pr e -d os e) , t h e d eri v e d % r e d u cti on v ers us b as eli n e , t h e Em a x a n d A U E C will al s o b e pr e s e nt e d 
i n t his listi n g.

P o p ul at i on: P D.
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1 2. D E FI NI TI O N S O F P K/ P D A N D P K/ E X P L O R A T O R Y 
E F FI C A C Y A N A L Y SI S T A B L E S, L I S TI N G S A ND F I G U R E S

N o t a bl e s or listi n gs ar e pl a n n e d. T h es e pl ot s will o nl y b e pr o d u c e d i n c as e t her e is a n eff e ct 
o bs er v e d o n P D / effi c a c y p ar a m et ers.

Fi g u r e 1 4. 2. 4. 1: C o r r el ati o n b et w e e n G L P G 1 6 9 0 pl as m a c o n c e nt r ati o n a n d L P A 
s p e ci es % r e d u cti o n f r o m b as eli n e (li n e a r-li n e a r pl ot)

S c att er pl ot of  t he G L P G 1 6 9 0 pl a s m a c o n c e ntr ati o n v ers us t he L P A s p e ci e s % r e d u ctio n fr om 
b as eli n e (in bl o o d a n d i n B A L F) . O v er all a n d p er ti m e p oi nt. Wit h all tr e at me nt gr o u p s o n t h e 
s a m e gr a p h, i n a diff er e nt s y m b o l. Pl a c e b os will b e a d d e d as a z er o pl as m a c o n c e ntr ati o n.

P o p ul at i on: P D , L O C F.

Fi g u r e 1 4. 2. 4. 2: C o r r el ati o n b et w e e n G L P G 1 6 9 0 pl as m a c o n c e nt r ati o n a n d L P A 
s p e ci es % r e d u cti o n f r o m b as eli n e (l o g-li n e a r pl ot)

S a m e pl ot a s t h e pr e vi o u s o n e, b ut wi t h a lo g 1 0 s c al e d G L P G 1 6 9 0 pl a s m a c o n c e ntr ati o n a xi s. 
Pl a c e b os will n ot b e o n t hi s plot.

P o p ul at i on: P D , L O C F.

Fi g u r e 1 4. 2. 4. 3: C o r r el ati o n b et w e e n G L P G 1 6 9 0 C m a x a n d L P A s p e ci es m a xi m u m % 
r e d u cti o n f r o m b as eli n e E m a x

S c att er pl ot (li n e ar -li n e ar s c al e), li k e a b o v e.

P o p ul at i on: P D , L O C F.

Fi g u r e 1 4. 2. 4. 4: C o r r el ati o n b et w e e n G L P G 1 6 9 0 C m a x a n d L P A s p e ci es a r e a u n d e r 
t h e % r e d u cti o n c u r v e A U E C

S c att er pl ot (li n e ar -li n e ar s c al e), li k e a b o v e.

P o p ul at i on: P D , L O C F.

Fi g u r e 1 4. 2. 4. 5: C o r r el ati o n b et w e e n G L P G 1 6 9 0 A U C 0- ττ a n d L P A s p e ci es a r e a u n d e r 
t h e % r e d u cti o n c u r v e A U E C

S c att er pl ot (li n e ar -li n e ar s c al e), li k e a b o v e.

P o p ul at i on: P D, L O C F.

Fi g u r e 1 4. 2. 4. 6: C o r r el ati o n b et w e e n G L P G 1 6 9 0 pl as m a c o n c e nt r ati o n a n d % F V C 
(li n e a r-li n e a r pl ot)

S c att er pl ot of  t h e G L P G 1 6 9 0 pl as m a c o n c e ntr atio n v ers us % F V C. O v er all a n d p er ti m e p oi nt. 
Wit h all  tr e at me nt gr o u p s o n t h e s a m e gr a p h, i n a diff er e nt s y m b ol . Pl a c e b os will b e a d d e d a s 
a z er o pl as m a c o n c e ntr ati o n.
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P o p ul at i on: I T T, L O C F.

Fi g u r e 1 4. 2. 4. 7: C o r r el ati o n b et w e e n G L P G 1 6 9 0 pl as m a c o n c e nt r ati o n a n d % F V C 
(l o g-li n e a r pl ot)

S a m e pl ot a s t h e pr e vi o u s o n e, b ut wi t h a lo g 1 0 s c al e d G L P G 1 6 9 0 pl a s m a c o n c e ntr ati o n a xi s. 
Pl a c e b os will n ot b e o n t his pl ot.

P o p ul at i on: I T T, L O C F.

Fi g u r e 1 4. 2. 4. 8: C o r r el ati o n b et w e e n G L P G 1 6 9 0 pl as m a c o n c e nt r ati o n a n d c h a n g e 
f r o m b as eli n e i n % F V C (li n e a r-li n e ar pl ot)

S c att er pl ot of  th e G L P G 1 6 9 0 pl as m a c o n c e ntr ati o n v ers us c h a n g e fr om b as eli n e i n % F V C. 
O v er all a n d p er tim e p oi nt. Wit h all tr e at me nt gr o u p s o n t he s a m e gr a p h, i n a diff er e nt 
s y m b o l. Pl a c e b os will b e a d d e d as a z er o pl as m a c o n c e ntr ati o n.

P o p ul at i on: I T T, L O C F.

Fi g u r e 1 4. 2. 4. 9: C o r r el ati o n b et w e e n G L P G 1 6 9 0 pl as m a c o n c e nt r ati o n a n d c h a n g e 
f r o m b as eli n e i n % F V C (l o g-li n e a r pl ot)

S a m e pl ot a s t h e pr e vi o u s o n e, b ut wi t h a lo g 1 0 s c al e d G L P G 1 6 9 0 pl a s m a c o n c e ntr ati o n a xi s. 
Pl a c e b os will n ot b e o n t his pl ot.

P o p ul at i on: I T T, L O C F.

Fi g u r e 1 4. 2. 4. 1 0: C o r r el ati o n b et w e e n t h e L P A s p e ci es % r e d u cti o n f r o m b as e li n e a n d 
e ffi c a c y

S c att er pl ot s b et w e e n t he L P A s p e ci e s % r e d u cti o n f r o m b as eli n e (in bl o o d a n d i n B A L F) a n d 
t he c h a n g e fr om b as eli n e of t he f oll owi n g p ar a m et ers: % F V C, bi o m ar k ers (in bl o o d) , F RI 
p ar a m et er s ( z o n e s: lo w er a n d u p p er l o b es) .

P o p ul at i on: I T T , L O C F .

Fi g u r e 1 4. 2. 4. 1 1: C o r r el ati o n b et w e e n t h e L P A s p e ci es % r e d u cti o n f r o m b as eli n e (i n 
bl o o d) a n d L P A s p e ci es % r e d u cti o n f r o m b as eli n e (i n B A L F)

S c att er pl ot s b et w e e n t he L P A s p e ci es % r e d u cti o n fr om b as eli n e (in bl o o d) a n d t he L P A 
s p e ci es % r e d u cti o n fr o m b as eli n e (in B A L F).

P o p ul at i on: I T T , L O C F.

Fi g u r e 1 4. 2. 4. 1 2: C o r r el ati o n b et w e e n c h a n g e f r o m b as eli n e i n % F V C a n d bi o m a r k e rs

S c att er pl ots b et w e e n t h e c h a n g e fr o m b as eli n e i n % F V C a n d bi o m ar k ers (in bl o o d).

P o p ul at i on: I T T, L O C F.

Fi g u r e 1 4. 2. 4. 1 3: C o r r el ati o n b et w e e n c h a n g e f r o m b as eli n e i n % F V C a n d F RI 
p a r a m et e rs
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S c att er pl ot s b et w e e n t he c h a n g e fr om b as eli n e i n % F V C a n d F RI p ar a m et ers ( z o n es: l ow er 
a n d u p p er l o b es) .

P o p ul at i on: I T T, L O C F.

Fi g u r e 1 4. 2. 4. 1 4: C o r r el ati o n b et w e e n c h a n g e f r o m b as eli n e i n bi o m a r k e rs a n d F RI 
p a r a m et e rs

S c att er pl ot s b et w e e n t he c h a n g e fr om b as eli n e i n bi o m ar k ers a n d F RI p ar a m et er s ( z o n e s: 
l ow er a n d u p p er l o b es).

P o p ul at i on: I T T, L O C F.

Fi g u r e 1 4. 2. 4. 1 5: C o r r el ati o n b et w e e n c h a n g e f r o m b as eli n e i n s pi r o m et r y at t h e st u d y 
c e nt e r a n d s pi r o m et r y at h o m e

S c att er pl ot s b et w e e n t he c h a n g e fr om b as eli n e i n s pir o metr y  at t he st u d y ce nt er ( F E V 1, F V C 
a n d F E V 1/ F V C r ati o) a n d s pir o m etr y at h o m e (F E V 1, F V C a n d F E V 1/ F V C r atio - w e e kl y 
a v er a g es ).

P o p ul at i on: I T T, L O C F.

1 3. D E FI NI TI O N S O F S A F E T Y A N A L Y SI S T A B L E S, LI S TI N G S 
A N D F I G U R E S

1 3. 1. A D V E R S E E V E N T S

1 3. 1. 1. T r e at m e nt -E m e r g e nt P ri n ci pl e

All a d v ers e e v e nts st artin g o n or af t er first d osi n g ar e c o nsi d er e d tr e at me nt -e m er g e nt a d v ers e 
e v e nts ( T E A E).

A d v ers e e v e nts will b e pl a c e d i nto a n al ysis p eri o ds a c c or di n g t o t hei r st art d at e. A n al ysis 
p eri o d s: s e e s e cti o n 4. 2 . T h e A E will o nl y b e pr e s e nt e d i n t h e a n al y si s p erio d d uri n g w hi c h it 
st art e d. R ul e: p eri o d st art d at e ≤ A E st art d at e ≤ p eri o d st o p d at e.

I n c as e t he A E st art d at e is i n c om p l et e, a w or st -c as e all o c ati o n will b e d o n e a c c or di n g t o t he 
a v ail a bl e p art s of  th e A E st art d at e. W h e n t o o m u c h of  th e A E st art d at e is missi n g t o a p pl y 
t he a b o v e s el e ctio n r ul e, t he A E will b e all o c at e d t o t h e tr e at m e nt p eri o d. If t he A E st art d at e 
i s e q u al t o t h e d at e of t he t ur ni n g p oi nt b et w e e n t h e s cr e e ni n g a n d tr e at m e nt a n al y si s p eri o d s, 
t he n t he A E will b e all o c at e d t o t he tr e at me nt p eri o d. T his is c o nsi d er e d a w orst -c as e 
all o c at i on.

All a d v ers e e v e nts e m er gi n g d uri n g t he s cr e e ni n g p eri o d will o nl y b e list e d, n ot pr es e nt e d i n 
a n y of t h e t a bl es. T h es e e v e nts ar e n o T E A Es . All t a ble s will  pr es e nt T E A Es o nl y.

1 3. 1. 2. T r e at m e nt R el at e d n e s s

F o ll owi n g (I C H-E 3) , t h e dr u g r el at e d n ess will b e di c h ot o mi z e d as f oll ow s:

Dr u g r el at e d: at l e ast p ossi bl y  dr u g r el at e d, O R wit h missi n g dr u g r el at e d n ess ( = w orst-c as e)
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N ot dr u g r el at e d: l ess t h a n p ossi bl y  dr u g r elat e d.

I n t a b ul ati ons t hi s di c h ot o mi z e d p ar a m et er will b e u s e d, b ut i n t he listi n gs t he ori gi n al 
p ar a m et er will b e pr es e nt e d.

1 3. 1. 3. W o rst -C a s e P ri n ci pl e

W h e n cr o s s -t a b ul ati n g A E pr ef err e d t er ms v ers us a n A E attri b ut e ( e. g., i nte nsi t y), t he w or st -
c as e i s al w a y s a p pli e d wit hi n e a c h a n al y si s p erio d. I. e., w h e n a s u bj e ct h a s m ult i pl e tim e s t h e 
s a m e A E pr ef err e d t er m in t he s a m e a n al ysis p eri o d, t he n t he s u bj e ct is r e p ort e d o nl y o n c e: 
o nl y wi t h th e w or st i nte nsit y.  If t hi s h a p p e ns i n t wo diff er e nt a n al ysis p eri o d s, t he A E i s 
r e p ort e d t wi c e: o n c e i n e a c h a n al ysis p eri o d.

1 3. 1. 4. A d v e r s e E v e nt O n s et D a y a n d D u r ati o n

A E o ns et d a y i n t h e st u d y

= ( A E st art d at e) – ( d at e of  first st u d y dr u g a d mi nistr ati o n) + 1, w h e n t he A E st art d at e is 
c o m pl et el y k n o w n a n d is o n or aft er t h e d at e of first st u d y  dr u g a d mi ni str atio n

= ( A E st art d at e) – ( d at e of  first st u d y dr u g a d mi ni str ati o n), w h e n t he A E st art d at e is 
c o m pl et el y k n o w n a n d is b ef or e t h e d at e of first st u d y  dr u g a d mi nistr ati o n

= Mi ssi n g w h e n t h e A E st art d at e is i n c o m p l et e or u n k n o w n

A E o ns et d a y i n t h e p e ri o d

= ( A E st art d at e) – ( st art d at e of  th e p eri o d i nto w hi c h t he A E w a s all o c at e d) + 1, w h e n t he 
A E st art d at e is c o m pl et el y k n o w n.

= Mi ssi n g w h e n t h e A E st art d at e is i n c o m pl et e or u n k n o w n.

A E d u r ati o n

= ( A E st o p d at e) – ( A E st art d at e) + 1, w h e n b ot h d at es ar e c o m pl et el y k n o w n.

= (st u d y t er mi n at i on d at e) – ( A E st art d at e) + 1, w h e n t h e A E st art d at e i s f ull y k n o w n b ut t h e 
A E is n ot r es ol v e d at t he e n d of  th e st u d y; i n t hi s c as e t he d ur at i on will b e pr es e nt e d as “ > x 
d a ys ” i n t h e list i n g t o i d e ntif y it as a c e ns or e d r es ult.

= Mi s si n g w h e n t h e A E st art d at e i s i n c o m p l et e or u n k n o w n, or w h e n t h e A E h as r es ol v e d b ut 
wi t h a n i n c om p l et e or u n k n o w n e n d d at e.

T h es e d eri v e d p ar a m et ers will o nl y b e pr es e nt e d i n t h e list i n gs.

1 3. 1. 5. C al c ul ati o n of P e r c e nt a g es

All p er c e nt a g es will b e c al c ul at e d a g ai nst t he t ot al nu m b er of  su bj e cts w h o ar e st ill i n t he 
st u d y in t h at p arti c ul ar a n al ysis p eri o d.
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1 3. 1. 6. T a bl es

N o f or m al  inf er e nt i al st atist i cs ( p-v al u es) will b e d eri v e d.

A n al ysis p eri o d s will b e r e pl a c e d b y t heir r es p e cti v e tr e at me nt vi a t he d at a c a pt ur e d i n t he 
C R F (i. e, a n a s -tr e at e d all o c ati o n). All t a b ul ati ons a n d listi n gs will pr es e nt tr e at me nts r at h er 
t ha n a n al ysis p eri o ds.

T a bl e 1 4 . 3. 1.1: T r e at m e nt -e m e r g e nt a d v e rs e e v e nts: S u m m a r y t a bl e

T a b ul at i on p er tr e at m e nt gr o u p of  t h e n u m b er a n d p er c e nt a g e of s u bj e cts wit h t h e f oll owi n g:

 S u bj e cts wit h at l e ast o n e tr e at m e nt -e m er g e nt a d v ers e e v e nt ( T E A E)

 S u bj e cts wit h at l e ast o n e s eri o us T E A E

 S u bj e cts w h o di e d

 S u bj e cts wit h at l e ast o n e mil d T E A E as w orst i nt e nsit y

 S u bj e cts wit h at l e ast o n e m o d er at e T E A E as w orst i nt e nsit y

 S u bj e cts wit h at l e ast o n e s e v er e T E A E as w orst i nt e nsit y

 S u bj e cts wit h at l e ast o n e T E A E t h at w as c o nsi d er e d tr e at m e nt-r el at e d

 S u bj e cts wit h at l e ast o n e T E A E f or w hi c h t h e st u d y tr e at m e nt w as t e m p or aril y st o p p e d

 S u bj e cts wit h at l e ast o n e T E A E f or w hi c h t h e st u d y tr e at m e nt w as p er m a n e nt l y st o p p e d

P o p ul at i on: s af et y .

T a bl e 1 4 . 3. 1.2: T r e at m e nt -e m e r g e nt a d v e rs e e v e nts: T a b ul ati o n of all a d v e rs e e v e nts

T a b ul at i on of T E A E pr ef err e d t er ms p er b o d y  cl ass a n d p er tr e at m e nt gr o u p.

P o p ul at i on: s af et y .

T a bl e 1 4 . 3. 1.3: T r e at m e nt -e m e r g e nt a d v e rs e e v e nts: T a b ul ati o n p e r i nt e nsit y

Cr o s s -t a b ul atio n of  TE A E pr ef err e d t er ms v ers us t hei r i nte nsi t y. Us e t he w or st -c as e i nte nsit y 
p er T E A E p er s u bj e ct. P er tr e at m e nt gr o u p.

P o p ul at i on: s af et y .

T a bl e 1 4 . 3. 1.4: T r e at m e nt -e m e r g e nt a d v e rs e e v e nts: T a b ul ati o n of all t r e at m e nt -
r el at e d e v e nts

T a b ul at i on of  TE A E pr ef err e d t er ms p er b o d y  cl ass a n d p er tr e at m e nt gr o u p. S el e cti n g o nl y 
t he T E A Es t h at w er e tr e at m e nt -r el at e d (s e e s e cti o n 1 3. 1. 2 ).

P o p ul at i on: s af et y .

T a bl e 1 4 . 3. 1.5: T r e at m e nt -e m e r g e nt a d v e rs e e v e nts: T a b ul ati o n of t h e i nt e nsit y of 
t r e at m e nt-r el at e d e v e nts

Cr o s s -t a b ul atio n of  TE A E pr ef err e d t er ms v ers us t hei r i nte nsi t y, p er b o d y  cl ass a n d p er 
tr e at me nt gr o u p. Us e t h e w orst -c as e i nt e nsit y p er T E A E p er s u bj e ct, s el e ct i n g o nl y t h e T E A Es 
t hat w er e tr e at m e nt -r el at e d (s e e s e ct i on 1 3. 1. 2 ).
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P o p ul at i on: s af et y .

T a bl e 1 4. 3. 1. 6: T r e at m e nt -e m e r g e nt a d v e rs e e v e nts: T a b ul ati o n of s e ri o us e v e nts

T a b ul at i on of  TE A E pr ef err e d t er ms p er b o d y  cl ass a n d p er tr e at m e nt gr o u p. S el e cti n g o nl y 
t he tr e at m e nt -e m er g e nt s eri o us a d v ers e e v e nts.

P o p ul at i on: s af et y .

T a bl e 1 4. 3. 1. 7: T r e at m e nt -e m e r g e nt a d v e rs e e v e nts: T a b ul ati o n of e v e nts l e a di n g t o 
a p e r m a n e nt st o p

T a b ul at i on of  TE A E pr ef err e d t er ms p er b o d y  cl ass a n d p er tr e at m e nt gr o u p. S el e cti n g o nl y 
t he T E A Es f or w h i c h t he st u d y tr e at me nt w as p er m a n e nt l y dis c o nt i n u e d ( AE p a g e ), or f or
w hi c h t h e st u d y  w as dis c o nti n u e d (st u d y t er mi n ati o n p a g e).

P o p ul at i on: s af et y .

T a bl e 1 4. 3. 1. 8:  T r e at m e nt -e m e r g e nt s e ri o us a d v e rs e e v e nts: T a b ul ati o n f o r 
E u d r a C T r e p o rti n g

T a b ul at i on of  t he n u m b er of  su bj e ct s a n d e v e nts p er b o d y  cl ass, pr ef err e d t er m a n d p er 
tr e at me nt gr o u p.

P o p ul at i on: saf et y .

T a bl e 1 4. 3. 1. 9 :  Tr e at m e nt -e m e r g e nt n o n -s e ri o us a d v e rs e e v e nts: T a b ul ati o n f o r 
E u d r a C T r e p o rti n g

S a m e as t h e pr e vi o us t a bl e, b ut o nl y s el e cti n g T E A Es t h at ar e n ot s eri o us .

P o p ul at i on: s af et y .

T a bl e 1 4. 3. 1. 1 0:  T r e at m e nt -e m e r g e nt n o n -s e ri o us a d v e rs e e v e nts: T a b ul ati o n f o r 
E u d r a C T r e p o rti n g of T E A Es o c c u r ri n g i n at l e ast 5 % i n eit h e r 
t r e at m e nt g r o u p

S a m e a s t he pr e vi o u s t a bl e, s el e ct i n g all t he li n es fr o m t he t a bl e w h er e t her e is at l e ast 5 % 
o c c urr e n c e i n ei t her tr e at me nt gr o u p. If t he S O C li n e is s el e ct e d b ut n o n e of  th e a s s o ci at e d 
pr ef err e d t er ms, t h e n t h e S O C li n e is st ill t o b e pr es e nt e d b ut wit h o ut pr ef err e d t er m li n es.

P o p ul at i on: s af et y .

1 3. 1. 7. L isti n gs

Listi n g 1 6 . 2. 9. 1: T r e at m e nt -e m e r g e nt a d v e rs e e v e nts: F ull listi n g

List i n g p er tr e at me nt gr o u p , p er s u bj e ct a n d p er a n al ysis p eri o d ( e x cl u di n g s cr e e ni n g) of t he 
f oll owi n g :

 P eri o d st art a n d e n d d at e

 A E pr ef err e d t er m
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 A E st art a n d e n d d at e

 A E o ns et d a y  in st u d y

 A E o ns et d a y  in p eri o d

 A E d ur ati o n

 A E i nt e nsit y

 A E dr u g r el at e d n ess

 A E o ut c o m e

 A E a cti o n t a k e n

 C o n c o mit a nt t h er a p y  st art e d ( yes/ n o)

P o p ul at i on: s af et y .

Listi n g 1 6 . 2. 9. 2: P r e -t r e at m e nt a d v e rs e e v e nts: F ull listi n g

List i n g p er tr e at me nt gr o u p a n d p er s u bj e ct of  th e s cr e e ni n g p eri o d of  all A E d et ails, li k e i n 
t he pr e vi o us list i n g.

P o p ul at i on: s af et y .

Listi n g 1 6 . 2. 9. 3: S e ri o us a d v e rs e e v e nts: F ull listi n g

S a m e a s t h e pr e vi o u s li sti n g, b ut o nl y s el e cti n g S A E s (irr e s p e cti v e t h ei r tr e at me nt -e m er g e n c e , 
s o als o s h o wi n g a n y S A Es d uri n g t h e s cr e e ni n g a n al ysis p eri o d ).

P o p ul at i on: s af et y .

Listi n g 1 6 . 2. 9. 4: T r e at m e nt -e m e r g e nt a d v e rs e e v e nts: F ull listi n g of t h e e v e nts l e a di n g 
t o dis c o nti n u ati o n

S a m e a s t h e pr e vi o u s listi n g, b ut o nl y s el e cti n g T E A E s t h at l e a d t o a p er m a n e nt st o p of st u d y 
dr u g ( o n t h e A E C R F p a g e), or of t h e st u d y it s elf ( o n t h e St u d y T er mi n ati o n C R F p a g e) .

P o p ul at i on: s af et y .

Listi n g 1 6. 2. 9 .5 : T r e at m e nt -e m e r g e nt a d v e rs e e v e nts: F ull listi n g of t h e e v e nts l e a di n g 
t o a t e m p o r a r y st o p

S a m e a s t h e pr e vi o u s listi n g, b ut o nl y s el e ct i n g T E A E s t h at l ea d t o a t e m p or ar y st o p of  st u d y 
dr u g .

P o p ul at i on: s af et y .

Listi n g 1 6 . 2. 9. 6: A d v e rs e e v e nts: C o di n g i nf o r m ati o n

List i n g of  all a v ail a bl e c o di n g st e ps b et w e e n A E v er b at i m a n d A E s yst e m or g a n cl a s s, 
m e nt i oni n g als o t h e s u bj e cts w h o h a d t his A E. 

P o p ul at i on: s af et y .

Listi n g 1 6 . 2. 9. 7: A d v e rs e e v e nts: Listi n g of s u bj e cts f o r w h o m a n a r r ati v e is r e q ui r e d
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List i n g a n d fl a g gi n g s u bj e cts w h o:

 Di e d

 H a d a n S A E

 H a d a n A E l e a di n g t o st u d y dis c o nti n u ati on

 H a d a n A E l e a di n g t o a p er m a n e nt st o p of st u d y  dr u g.

P o p ul at i on: all s cr e e n e d s u bj e cts.

T h e cli ni c al st u d y r e p ort will a d d s u bj e ct c as e n arr ati v es i n t he b o d y  of t he r e p ort a n d/ or i n 
s e ct i on 1 4. 3. 1. N o st a n d ar d pr o gr a m mi n g is pl a n n e d f or t his.

1 3. 2. L A B O R A T O R Y S A F E T Y

1 3. 2. 1. L a b o r at o r y U nits

T h e st atist i c al a n al ysis will o nl y  pr e s e nt r es ults i n St a n d ar d I nt er n ati o n al ( SI) u nits. Ot h er 
u nits will n ot b e pr es e nt e d.

L a b or at or y  tests wi t h onl y a v er y l ow s a m pl e si z e ( N < 3 o v er all) will n ot b e pr es e nt e d i n t he 
t a ble s, b ut o nl y i n t he listi n gs. L a b or at or y  tests t h at ar e n ot p art of  th e pl a n n e d t e st p a n els 
a c c or di n g t o t h e pr ot o c ol will o nl y b e list e d.

Uri n al ysis t ests will b e pr es e nt e d as p art of t h e d es cri pt i v e st atisti cs a n d/or s hift t a bl es.

T h e p ar a m et er s f r o m t h e P D s e cti o n will n ot b e r e p e at e d i n t his s e ct i on.

1 3. 2. 2. N u m b e r of Si g nifi c a nt D i gits

I n t a ble s a n d listi n g s, t h e origi n al  r e s ult s will b e r o u n d e d t o pr e s e nt o nl y a r ele v a nt n u m b er of 
di gi t s. T h e M o c k T L Fs c o nt ai n t a bl es o n t he e x p e ct e d n u m b e r of  si g nifi c a nt di gi t s p er 
l a bor at or y t e st. T hi s r o u n di n g will b e d o n e pri or t o a n y p ar a m et er d eri v ati on.

N ot e t h at t his t a bl e als o c o nt ai ns t h e cl assifi c at i on of l a b or at or y t ests i nt o c at e g ori es.

1 3. 2. 3. B as eli n e a n d C h a n g e f r o m B as eli n e

T h e b as eli n e is d efi n e d as t he l ast s a m pl e pri or t o d osi n g. B as eli n e will b e d et er mi n e d p er 
l a bor at or y t e st i n di vi d u all y. It is r e c o g ni z e d t h at b a s eli n e t e st s ma y t h u s c o m e fr o m  mor e t h a n 
o n e l a b or at or y s a m pl e a n d n ot just fr o m t he “ b as eli n e visit ” s a m pl e. 

T h e c h a n g e fr o m b as eli n e will b e c al c ul at e d f or all p ost -b as eli n e t i m e p oi nts as:

C h a n g e fr o m b as eli n e at ti m e p oi nt t = v al u e at ti m e p oi nt t – b as eli n e v al u e.

1 3. 2. 4. S c r e e ni n g a n d F oll o w - u p Visits

S cr e e ni n g a n d f o ll ow- u p visits will b e s h o w n f or e a c h tr e at m e nt gr o u p; n ot p o ol e d.
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1 3. 2. 5. S c o ri n g of L a b o r at o r y V al u e s

All ori gi n al v al u es will b e c o m p ar e d t o t hei r m at c hi n g n or m al r a n g e s. T h e n or m al r a n g e s 
pr o vi d e d b y t he l a b or at or y will b e us e d f or t his, as a v ail a bl e i n t he d at a b as e. V al u es will  be 
s c or e d a s a b n or mall y l ow ( L), n or m al ( N) or a b n or m all y hi g h ( H): t h e v ari a bl e L B N RI N D i n 
S D T M. L B d at as et will b e us e d i n t h e a n al ysis. 

A n y cli ni c al si g nifi c a n c e fl a gs will b e us e d i n t h e list i n gs.

1 3. 2. 6. W o rst -C a s e A b n o r m alit y

D eri v e d p er p ar a m et er s e p ar at el y.

All n o n- missi n g p o st -b as eli n e v al u es (in cl u di n g p o st -b as eli n e u ns c h e d ul e d m e as ur e m e nts, 
r et ests a n d f oll o w-u p m e as ur e m e nts) will b e us e d t o d eri v e t h e f oll o wi n g w orst -c as e:

 H = a b n or m all y hi g h:

at l e a st o n e p o st -b as eli n e m e as ur e m e nt is a b o v e t h e n or m al r a n g e, a n d t h er e ar e n o v al u es 
b el o w t h e n or m al r a n g e.

 L = a b n or m all y l o w:

at l e ast o n e p ost -b as eli n e m e as ur e m e nt is b el o w t h e n or m al r a n g e, a n d t h er e ar e n o v al u es 
a b o v e t h e n or m al r a n g e.

 L + H = a b n or m all y  hi g h a n d lo w:

at l e ast o n e p ost -b as eli n e m e as ur e m e nt is a b o v e t h e n or m al r a n g e, a n d at l e ast o n e ot h er 
p ost -b as eli n e m e as ur e m e nt is b el o w t h e n or m al r a n g e.

 N = n or m al:

all p ost -b as eli n e m e as ur e m e nts ar e wit hi n n or m al li mits.

1 3. 2. 7. T a bl es 

N o f or m al  inf er e nt i al st atist i cs ( p-v al u es) will b e d eri v e d.

T a bl e 1 4. 3. 2. 1: L a b o r at o r y d at a: D es c ri pti v e st atisti cs p e r ti m e p oi nt

D es cri pt i v e st atist i cs of  act u al  val u es a n d c h a n g e s fr o m b as eli n e p er l ab or at or y  te st c at e g or y 
( h e m at olo g y , bi o c h e mistr y , uri n al ysis), l a b or at or y t e st a n d u ni t, tr e at me nt gr o u p a n d tim e 
p oi nt.

P o p ul at i on: s af et y .

T a bl e 1 4 . 3. 2.2:  L a b o r at o r y d at a: S hift t a bl e of t h e l a b o r at o r y a b n o r m aliti es p e r ti m e 
p oi nt

S hift  t a bl e p er l a bor at or y t e st c at e g or y ( h e m at olo g y , bio c h e mi str y , uri n al y si s), l a bor at or y t e st, 
tr e at me nt gr o u p a n d tim e p oi nt. T h e t a ble will pr es e nt t he s hift i n a b n or m ali t y (L/ N/ …) at 
e a c h p o st -b as eli n e ti m e p oi nt (i n cl u di n g t he w or s t-c as e) v ers us t he b as eli n e a b n or m ali t y 
( L/ N/ H). T ests wit h o ut n or m al r a n g es will n ot b e pr es e nt e d i n t his t a bl e.

P o p ul at i on: s af et y .
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T a bl e 1 4 . 3. 2. 3: L a b o r at o r y d at a: T r e at m e nt -e m e r g e nt l a b o r at o r y a b n o r m aliti es p e r 
ti m e p oi nt

Fr e q u e n c y t a bl e of  th e tr e at me nt -e m er g e nt l ab or at or y a b n or m ali tie s p er l a bor at or y t e st 
c at e g or y  (h e m at ol o g y , bi o c h e mistr y , uri n al ysis), l ab or at or y t e st, tr e at me nt gr o u p a n d tim e 
p oi nt (i n cl u di n g t he w or st -c as e). A p o st -b as eli n e a b n or m ali t y is c o nsi d er e d tr e at me nt -
e m er g e nt if it diff ers fr om t he b as eli n e r e s ult. T ests wi t ho ut n or m al r a n g es will n ot b e 
pr es e nt e d i n t his t a bl e.

P o p ul at i on: s af et y .

T a bl e 1 4 . 3. 2.4: L a b o r at o r y d at a: S hift t a bl e of t h e c at e g o ri c al l a b o r at o r y d at a p e r 
ti m e p oi nt

S hift  t a bl e p er l a bor at or y t e st c at e g or y ( h e m at olo g y , bio c h e mi str y , uri n al y si s), l a bor at or y t e st, 
tr e at me nt gr o u p a n d ti m e p oi nt. S el e ct i n g o nl y t h e t e st s wit h c at e g ori c al d at a. T h e t a bl e will 
pr es e nt t h e s hift i n v al u e at e a c h p ost- b as eli n e t i m e p oi nt v ers us t h e b as eli n e v al u e.

P o p ul at i on: s af et y .

1 3. 2. 8. F i g u r es

Fi g u r e 1 4 . 3. 2.1: L a b o r at o r y d at a: S u bj e ct p r ofil e pl ots o v e r ti m e f o r s u bj e cts wit h a 
t r e at m e nt-e m e r g e nt a b n o r m alit y

S u bj e ct pr ofil e pl ot s o v er ti m e, wi t h ea c h l ab or at or y t e st a n d tr e at me nt gr o u p o n a n e w p a g e 
b ut wi t h all s u bj e cts of o n e tr e at me nt gr o u p o n t h e s a m e pl ot. A n y u ns c h e d ul e d r e s ult s will 
als o b e p art of t his pl ot.

P o p ul at i on: s af et y , s el e ct i n g s u bj e cts wit h a tr e at m e nt-e m er g e nt a b n or m ali t y.

Fi g u r e 1 4 . 3. 2.2: L a b o r at o r y d at a: M e a n ( +/- S E) pl ots of t h e a ct u al v al u es o v e r ti m e

M e a n ( wi t h S E ) plot s of  t he a ct u al  val u e s o v er ti m e, wi t h e a c h l a bor at or y t e st o n a n e w p a g e 
b ut wi t h all tr e at me nt gr o u p s o n t he s a m e pl ot usi n g diff er e nt pl ot s y mb o ls. U ns c h e d ul e d 
r e s ult s will not b e p art of t his pl ot.

P o p ul at i on: s af et y .

Fi g u r e 1 4 . 3. 2.3: L a b o r at o r y d at a: M e a n ( +/- S E) pl ots of t h e c h a n g es f r o m b as eli n e 
o v e r ti m e

M e a n ( wit h SE ) pl ot s of  t he c h a n g es fr om b as eli n e o v er tim e, wi t h ea c h l a bor at or y t e st o n a 
n e w p a g e b ut wi t h all tr e at me nt gr o u p s o n t he s a m e pl ot usi n g diff er e nt pl ot s y m b o ls. 
U ns c h e d ul e d r e s ult s will n ot b e p art of  this pl ot. Wit h a h ori z o nt al  ref er e n c e li n e at z er o, 
i n di c ati n g n o c h a n g e. Pl ots will st art wit h a z er o m e a n at b as eli n e.

P o p ul at i on: s af et y .
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1 3. 2. 9. L isti n gs

All listi n gs will c o nt ai n n e xt t o t h e a ct u al d at a (r a w a n d c h a n g es) t h e f oll owi n g p ar a m et ers:

 A f ast e d Y/ N fl a g

 A n a b n or m alit y L/ H fl a g

 T h e t est’s n or m al r a n g e

 A cli ni c al r el e v a n c e fl a g

Listi n g 1 6 . 2. 10. 1: L a b o r at o r y d at a: F ull listi n g

List i n g p er tr e at m e nt gr o u p, p er s u bj e ct a n d p er ti m e p oi nt of all d at a.

P o p ul at i on: s af et y .

Listi n g 1 6 . 2. 10. 2: L a b o r at o r y d at a: A b n o r m aliti es listi n g

List i n g p er tr e atm e nt  gr o u p, p er s u bj e ct a n d p er ti m e p oi nt of  all p o st -b as eli n e tim e p oi nt s
s c or e d as tr e at me nt -e m er g e nt o ut -of -n or m al -r a n g e or cli ni c all y si g nifi c a nt, pl us als o t he 
b as eli n e r ef er e n c e ti m e p o i nt.

P o p ul at i on: s af et y .

1 3. 3. E C G

1 3. 3. 1. A v ail a bl e D at a

A v ail a bl e p ar a m et ers: P R, H R, R R, Q R S a n d Q T.

1 3. 3. 2. C al c ul at e d P a r a m et e rs

T h e Q T c will al w a y s b e d eri v e d d uri n g t h e st ati st i c al a n al ysis, e v e n w h e n alr e a d y a v ail a bl e i n 
t he d at a b as e. T h e v al u e i n t h e d at a b as e will n ot b e us e d i n t h e a n al ysis.

T h e Q T c will b e c al c ul at e d usi n g t h e f o ll owi n g f or m ul a e:

Fr i der i ci a’s c u b e-r o ot c orr e ct e d Q T ( Frid eri ci a, 1 9 2 0) :

Q T c F ( m s) = Q T ( ms) x �
� � � �

� � ( � � )

�

Q T c F ( m s) = Q T ( ms) x �
� � ( � � � )

� �

�

T h e f or mul a u si n g R R is pr ef err e d. I n c as e n o R R is av ail a bl e, t he f or mul a u si n g H R will b e 
a p pli e d. D eri v e d Q T c F v al u es will first b e r o u n d e d t o t h e n e ar est first d e ci m al b ef or e d eri vi n g 
c h a n g es fr o m b as eli n e a n d c at e g ori es.
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1 3. 3. 3. B as eli n e a n d C h a n g e f r o m B as eli n e

T h e b as eli n e is d efi n e d as t he l ast n o n- missi n g v al u e pri or t o d osi n g. B as eli n e will  be 
d et er mi n e d p er E C G p ar a m et er i n di vi d u all y. It is r e c o g ni z e d t hat b as eli n e p ar a m et er s m a y 
t hu s c o m e f r o m mor e t h a n o n e E C G r e a di n g a n d n ot j ust fr o m t h e “ b as eli n e visit ” r e a di n g. 

T h e c h a n g e fr o m b as eli n e will b e c al c u l at e d f or all p ost-b as eli n e t i m e p oi nts as:

C h a n g e fr o m b as eli n e at ti m e p oi nt t = v al u e at ti m e p oi nt t – b as eli n e v al u e.

1 3. 3. 4. S c r e e ni n g a n d F oll o w -u p V isits

S cr e e ni n g a n d f o ll ow- u p visits will b e s h o w n f or e a c h tr e at m e nt gr o u p; n ot p o ol e d.

1 3. 3. 5. N o r m al R a n g e s

Q T a n d Q T c F p ar a m et ers: first r o u n d t he v al u e as d es cri b e d a b o v e a n d t he n a p pl y t he 
f oll owi n g c at e g ori z at i ons:

 of  t h e a ct u al val u es ( a v al u e > 4 5 0 ms is c o nsi d er e d as a b n or m al):

 ≤ 4 5 0 ms

 ] 4 5 0, 4 8 0] ms

 ] 4 8 0, 5 0 0] ms

 > 5 0 0 ms

 of  t h e c h a n g es fr o m b as eli n e ( a c h a n g e > 3 0 m s is c o nsi d er e d as a b n or m al) :

 ≤ 3 0 ms (i n cl u di n g all d e cr e as es i n Q T)

 ] 3 0, 6 0] ms

 > 6 0 ms

1 3. 3. 6. W o rst -c a s e A b n o r m alit y of Q T a n d Q T c F

D eri v e d p er p ar a m et er s e p ar at el y.

All n o n- missi n g p o st -b as eli n e v al u es (in cl u di n g u ns c h e d ul e d m e as ur e m e nts, r et ests a n d 
f oll ow- u p m e as ur e m e nts) will b e us e d t o d eri v e t h e f oll o wi n g w or st -c as e. T h e w orst -c as e is 
t he l ar g est n o n -missi n g p ost -b as eli n e v al u e as w ell as c h a n g e fr o m b as eli n e.

1 3. 3. 7. T a bl es

N o f or m al  inf er e nt i al st atist i cs ( p-v al u es) will b e d eri v e d.

T a bl e 1 4. 3. 3. 1: E C G: D es c ri pti v e st atisti cs p e r ti m e p oi nt

D es cri pt i v e st atist i cs of  th e a ct u al  val u es a n d c h a n g es fr om b as eli n e p er t e st a n d u nit, 
tr e at me nt gr o u p a n d ti m e p oi nt.

P o p ul at i on: s af et y .

T a bl e 1 4. 3. 3. 2:  E C G: S hift t a bl e of t h e Q T a b n o r m aliti es p e r ti m e p oi nt
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S hift  ta bl e p er t e st, tr e at me nt gr o u p a n d tim e p oi nt. T h e t a bl e will pr es e nt t he s hift  in 
a b n or m ali t y at e a c h p o st -b as eli n e ti m e p oi nt (i n cl u di n g t he w orst -c as e) v ers us t he b as eli n e 
a b n or m ali t y. P ar a met er s : Q T a n d Q T c F.

P o p ul at i on: s af et y .

T a bl e 1 4. 3. 3. 3: E C G: T r e at m e nt -e m e r g e nt Q T a b n o r m aliti es p e r ti m e p oi nt

Fr e q u e n c y t a bl e of  th e tr e at me nt -e m er g e nt a b n or m alit i es p er p ar a m et er, tr e at me nt gr o u p a n d 
ti m e p oi nt (in cl u di n g t he w or st -c a s e). A p o st -b as eli n e a b n or m ali t y is c o nsi d er e d tr e at me nt -
e m er g e nt if i t is hi g h er t h a n t h e b as eli n e r es ult. P ar a m et ers: Q T a n d Q T c F.

P o p ul at i on: s af et y .

T a bl e 1 4. 3. 3. 4 : E C G: T r e at m e nt -e m e r g e nt a b n o r m al c h a n g e i n Q T p e r ti m e p oi nt

Fr e q u e n c y t a bl e p er t e st, tr e at m e nt gr o u p a n d ti m e p oi nt (i n cl u di n g t h e w orst -c a s e). T h e t a bl e 
will pr es e nt t he a b n or m alit y of  th e c h a n g es at e a c h p o st -b as eli n e tim e p oi nt a c c or di n g to t h e 
cl assifi c at i ons of s e cti o n 1 3. 3. 5 . P ar a met er s: Q T a n d Q T c F .

P o p ul at i on: s af et y .

1 3. 3. 8. L isti n gs

Listi n g 1 6. 2. 1 1. 1: E C G: F ull listi n g

List i n g p er tr e at m e nt gr o u p, p er s u bj e ct a n d p er ti m e p oi nt of t h e E C G p ar a m et er s (r a w v alu e s 
a s w ell a s c h a n g e s fr o m  bas eli n e), fl a g gi n g a b n or m al r es ul t s. I n cl u d e s E C G i nt er pr et atio n a n d 
m o r p h olo g y  fi n di n gs.

P o p ul at i on: s af et y .

Listi n g 1 6. 2. 1 1. 2: E C G: A b n o r m aliti es listi n g

List i n g p er tr e at me nt gr o u p, p er s u bj e ct a n d p er ti m e p oi nt of  all p o st -b as eli n e d at a s c or e d as 
tr e at me nt -e m er g e nt o ut- of -n or m al -r a n g e (i. e., a Q T or Q T c F v al u e > 4 5 0 m s or a Q T or Q T c F 
c h a n g e > 3 0 ms) or p ost -b as eli n e cli ni c all y si g nifi c a nt, pl us als o t he b as eli n e r efer e n c e ti m e 
p oi nt. 

P o p ul at i on: s af et y .

1 3. 4. V I T A L S I G N S

1 3. 4. 1. A v ail a bl e D a t a

A v ail a bl e p ar a m et ers: h e art r at e, r es pir at or y r at e, di ast oli c a n d s yst oli c bl o o d pr ess ur e, 
t e mp er at ur e.
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1 3. 4. 2. B as eli n e a n d C h a n g e f r o m B as eli n e

T h e b as eli n e v al u e will b e t he l ast n o n- missi n g v al u e pri or t o first d osi n g. B as eli n e will b e 
d et er mi n e d p er vit al si g ns p ar a m et er i n di vi d u all y. It is re c o g ni z e d t hat b as eli n e p ar a m et er s 
m a y t hus c o m e fr om m o r e t ha n o n e vit al  si g ns r e a di n g a n d n ot j ust fr o m t he “ b as eli n e visit ” 
r e a di n g.

T h e c h a n g e fr o m b as eli n e will b e c al c ul at e d f or all p ost -b as eli n e t i m e p oi nts as:

C h a n g e fr o m b as eli n e at ti m e p oi nt t = v al u e at ti m e p oi nt t – b as eli n e v al u e.

1 3. 4. 3. S c r e e ni n g a n d F oll o w -u p V isits

S cr e e ni n g a n d f o ll ow- u p visits will b e s h o w n f or e a c h tr e at m e nt gr o u p; n ot p o ol e d.

1 3. 4. 4. N o r m al R a n g e s

P a r a m et e r, u nit
N o r m al r a n g e

L o w e r li mit U p p e r li mit

H R , b p m 4 0 1 0 0

R R, br e at hs/ mi n 1 2 1 6

D B P, m m H g 4 5 9 0

S B P, m m H g 9 0 1 5 0

T e m p er at ur e, ° C 3 5. 5 3 7. 5

V al u es e q u al t o t he b o u n d ari es ar e st ill c o n si d er e d n or m al ( N). A v al u e is cl assifi e d a s 
a b n or m all y  lo w ( L) w h e n t h e v al u e < l ow er li mit of  t he n or m al  r a n g e. A v al u e is cl a s sifi e d a s 
a b n or m all y  hi g h ( H) w h e n t h e v al u e > u p p er li mit of t h e n or m al r a n g e.

1 3. 4. 5. W o rst -C a s e A b n o r m alit y

D eri v e d p er p ar a m et er s e p ar at el y.

All n o n- missi n g p o st -b as eli n e v al u es (in cl u di n g u ns c h e d ul e d m e as ur e m e nts, r et ests a n d 
f oll ow- u p m e as ur e m e nts) will b e us e d t o d eri v e t h e f o ll owi n g w or st -c as e:

 H = a b n or m all y hi g h: 

at l e a st o n e p o st -b as eli n e m e as ur e m e nt is a b o v e t h e n or m al r a n g e, a n d t h er e ar e n o v al u es 
b el o w t h e n or m al r a n g e.

 L = a b n or m all y l o w: 

at l e ast o n e p ost -b as eli n e m e as ur e m e nt is b el o w t h e n or m al r a n g e, a n d t h er e ar e n o v al u es 
a b o v e t h e n or m al r a n g e.

 L + H = a b n or m all y  hi g h a n d lo w: 

at l e ast o n e p ost -b as eli n e m e as ur e m e nt is a b o v e t h e n or m al r a n g e, a n d at l e ast o n e ot h er 
p ost -b as eli n e m e as ur e m e nt is b el o w t h e n or m al r a n g e.

 N = n or m al: 

all p ost -b as eli n e m e as ur e m e nts ar e wit hi n n or m al li mits.
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1 3. 4. 6. T a bl es 

N o f or m al  inf er e nt i al st atist i cs ( p-v al u es) will b e d eri v e d.

T a bl e 1 4. 3. 4. 1: Vit al si g ns: D es c ri pti v e st atisti cs p e r ti m e p oi nt

D es cri pt i v e st atist i cs of  th e a ct u al  val u es a n d c h a n g es fr om b as eli n e p er t e st a n d u nit, 
tr e at me nt gr o u p a n d ti m e p oi nt.

P o p ul at i on: s af et y .

T a bl e 1 4. 3. 4. 2: Vit al si g ns: S hift t a bl e of t h e a b n o r m aliti es p e r ti m e p oi nt

S hift  ta bl e p er t e st, tr e at me nt gr o u p a n d tim e p oi nt. T h e t a bl e will pr es e nt t he s hift  in 
a b n or m ali t y (L/ N/ …) at e a c h p o st -b as eli n e tim e p oi nt (in cl u di n g t he w or st -c as e) v ers us t he 
b as eli n e a b n or m alit y ( L/ N/ H).

P o p ul at i on: s af et y .

T a bl e 1 4. 3. 4. 3: Vit al si g ns: T r e at m e nt -e m e r g e nt a b n o r m aliti es p e r ti m e p oi nt

Fr e q u e n c y t a bl e of  th e tr e at me nt -e m er g e nt a b n or m alit i es p er p ar a m et er, tr e at me nt gr o u p a n d 
ti m e p oi nt (in cl u di n g t he w or st -c as e). A p o st -b as eli n e a b n or m ali ty is c o nsi d er e d tr e at me nt -
e m er g e nt if i t is diff er e nt fr o m t h e b as eli n e r es ult. 

P o p ul at i on: s af et y .

1 3. 4. 7. L isti n gs

Listi n g 1 6. 2. 1 2. 1: Vit al si g ns: F ull listi n g

List i n g p er tr e at me nt gr o u p , p er s u bj e ct a n d p er ti m e p oi nt of  all p ar a m et ers: r a w v al u es, 
c h a n g es fr o m b as eli n e, a n d fl a g gi n g a b n or m al r es ults.

P o p ul at i on: s af et y .

Listi n g 1 6. 2. 1 2. 2: Vit al si g ns: A b n o r m aliti es listi n g

List i n g p er tr e at me nt gr o u p, p er s u bj e ct a n d p er ti m e p oi nt of  all p o st -b as eli n e ti m e p oi nt s 
s c or e d as tr e at me nt -e m er g e nt o ut- of -n or m al -r a n g e or cli ni c all y si g nifi c a nt, pl us als o t he 
b as eli n e r ef er e n c e ti m e p o i nt.

P o p ul at i on: s af et y .

1 3. 5. P H Y S I C A L E X A M I N A T I O N S

Listi n g 1 6 . 2. 13. 1: P h ysi c al e x a mi n ati o ns: A b n o r m al iti es listi n g

List i n g p er tr e at me nt gr o u p, p er s u bj e ct a n d p er ti m e p oi nt of  th e s el e ct i on of all a b n or m al 
fi n di n gs.

P o p ul at i on: s af et y .
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